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(54) 6-azauracil derivatives as thyroid receptor ligands 
(57) The present invention provides iK>vel compounds of the Formula I 




arKi procfrugs thereof, geometric and optical Isomers thereof, and pharmadeutically acceptat^ salts of such com- 
pounds, prodrugs and isomers, wtieretn R' to R® and W are as descra>ed herein. Pharmaceutical compositions con- 
taining such compounds, prodrugs, isomers or ptiarmaoeuficaUy acceptatrfe salts thereof, and mettKXls, 
pharmaceutica! compositions and kits ftw treatmg ot)esity, oveiweight condition, hyp^ipidemia. ttiyroid disease, 
tiyppthyioidism. ttiyroid cancer and related disorders and diseases such as diat>^es metlitus. atfierosderosis, tiyper- 
tension, ooionary heart disease, tiypercfiolesteremia. depression, osteoporosis, cardiac antiythmias, glaucoma and 
congestive heart failure are also provided. 
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Description 

FIELD OF THE IfsIVENHON 

5 [0001] The present invention relates to novel thyroid receptor ligands and, more particularly, relates to novel G-aza- 
uradls. and derivatives thereof, wtilch are useful in the treatment of obesity, ovetweight condition. hyperUpidemia, thy- 
roid disease, hypothyroidism, thyroid cancer and related disorders and diseases such as diabetes melfitus, 
atherosclerosis, hypertension, opronary heart disease, hypercholesteremia, depression, osteoporosis , cardiac arrtiyth- 
mias, glaucoma and congestive heart feiture. Also provided are methods, phannaceutical compositions and kits for 

10 treating such diseases and disorders. 

BACKORQUNP OF THE tf^NTION 

[0002] It is generally acc^ted that thyroid hormones, spedftcally. biologicaily active iodothyronines, are critical to 
15 normal development and to maintaining metat>olic homeostasis. Thyroid hormones stimulate the metatx>lism of choles- 
terol to bile adds and enhance the lipolytic responses of fiat cells to other hormones. 

[0003] Thyroid hormones also affect cardiac function both directly and indvectly, e.g.. by increasing the nietatx>tic 
rate. For example, tachycardia, increased stroke volume, increased cardiac index, cardiac hypertrophy, decreased 
peripheral vascular resistance and increased pulse pressure are observed in patients with hyperthyroidism. 
20 [0004] Disorders of the thyroid are generafly treated with homrtone replacement k>y administering either naturally 
occurring thyroid hormones or thyromimetk; anak>gues which mimic the effects of thyroid hormones. 
[0005] Two naturally occuning thyrokl hormones, namely, thyroxine or 3,5,3',5*-tetrakKto-L-thyronine (commonly 
referred to as T4") and 3.5,3'-trBodo-L-thyronine (commonly referred to as "T3"), are shown below: 



25 



30 



HO-^_)K>-^_)--CHr-C— COOH H0-(^^/O-^|_^CHy-C— COOH 
T. T, 



35 T3 is the more tMok>gk:ally active of the two and. as will be appredated from the structural formulae provkled above, dif- 
fers from T4 by the at)sence of the 5* kxiine. T3 may be produced directly from the thyrokl gland, or, in peripheral tissues, 
by the removal of the 5* kxline by deiodinase enzymes. Thyromimetic anabgs are often designed to be structuraRy sim- 
ilar to T3. In additKHi, naturally occurring meta!)ofite$ of T3 are known. 

[0006] As discussed at>ove, thyroid hormones affect cardiac fiinctktning. for example, by causing an increase in the 
40 heart rate and. accordingly, an increase in oxygen consumptkin. White ttie increase an oxygen consumptkm may result 
in certain desired metabolic effects, nonetheless, it does place an extra tnirden on the heart, wfnch in some situations, 
may give rise to damaging skle effects. Ttierefore. as is known in the art. such as descril>ed t)y A.H. Undenrvood et al. 
in an article published in Nafure. VoL 324: pp. 425-429 (1986). efforts have been made to synthesize thyrokl hormone 
analogs vi^uch fiinctkMi to lower fipkts and serum cholesterol without generating the adverse cardiac effects referred to 
45 at>ove. 

[0007] Certain Grazauradis and derivatives thereof are known in tfte art U.S Patent Nos. 3.905.971 and 3,912.723 
disdose certain 2-phenyi-as4riaztne-3,5(2H,4H)dfones and certain 2-substituted-phenyl-as-triazine-3.5(2H.4H) diones 
^ and th^ use as agents for the control of cocddfo^. 

[0008] U.S. Patent Nos. 3,883.527 and 3.883.528 <fisdos9 processes for produdng certain 2-aryl-as-triazine- 
50 3.5(2H,4H)Tdk)nes.whkii are useful as cocckfiostats. 

[0009] Canadian Patent Nos. 979457 and 992538 disdose certain 2-phenyl-as-triazine-3,5(2H. 4H)dk)nes, deriva- 
tives thereof, oompositfons containing said compouruls and process Ibr preparing sakt compounds, whkii compounds 
are us^ in controlling cocddfosis. 

[0010] U.S. Patent . Nos. 3.896,172 and 3,852,289 disdose processes for preparing certain 1.2.4-triaane- 
55 3.5(2H,4H)<fiones having a p-chkxophenytthfo-substituted 2-aryl moiety, whkii compounds are useful as cocckfiostats. ' 
[0011] U.S. Patent Nos. 3.882.115 and 3.883.525 disdose processes for preparing certain 1.2.4-tria^^ 
3.5(2H,4H)dk)nes having a 2-aryf moiety whk:h is substituted wfth. for exampfe. 2-chk)rophenoxy and 2-chk)rcHtH(N- 
mettiyt-N-ethylsutfemoyt)pherK>xy. 
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[00121 U.S. Patent No. 5,256.631 and Soutti African Patent No. 91/7390 disclose certain sut>stituted 1.2.4-tria2ine- 
drones, processes for preparing tfiem and their use as antiprotozoal agents, German Patent No. 25 32 363 disdoses 
certain 1.2,4>trtazin-3.5(2H.4H)-di6ne compounds ha^ng a 4'amino-phenoxy-substituted 2-phenyl group. South Afri- 
can Patent No. 73/9126 disdoses a process for preparing certain 2-aryl-6-cart)Oxy-1»2.4-tria2ine-3,5{2H.4H)-diones. 
5 10013] U.S. Patent No. 4,640.917 disdoses substituted 2-phenyJ-hexahydro-1.2.4-tria2ffie-3,5-diQnes which are 
useful for controlling protozoal diseases. U.S. Patent No.4.198.407 disdoses certain substituted 2-phenyl-1.2,4-tri- 
azme-3.5(2H.4H>Kliones and cocddioslatic agents containir^ them. 

{0014] Pubfished European Patent Appfication 0 737 672 discloses a method of. producing 1.2,4-triazin-3-one 
derivatives having a substituent at the 2-position. U.S. Patent Na 4.239.888 disdoses certain l-phenyluradls and their- 
10 utffity as cocddiostats. 

[0015] at Mylari et al.. J.Med.Chem. 1977, 20, 47S483; M.W. Miller et al., J.Med.Chem. 1979, 22. 1483-1487; 
and M-W. Miller et al., J Med.Chem. 1980. 23. 1083-1087; disdoses certain anttoocddial derivatives of 6-azauradi. 
[0016] M.W. Miller et al.. J.Med.Chem. 1981, 24. 1337-1342. disdoses certain anticocddial derivatives of e-azau- 
radl having phenyl sulfide and phenyl sulfone side chains. 
15 [0017] R.D. Carroll et al., J.Med.Cheni. 1983. 26, 96-100. disdoses certain anticocddial derivatives of 6-azauradl 
having a p-t>enzophenone side chain. 

[0018] K.-B. Rhyu et al.. J. Chem. Int Comput Sd. (1996). 36(3). 620; K-B. et al.. J. Chem. Inf. CompuL Sd. 
(1995). 35(4). 771-8; A.C. Good et al.. J. Med, Chem, (1993). 36(20), 2929-37; J.W. Md=ariand. J. Med. Chem. (1992). 
35 (14). 2543-50: and J,W. McFarland at aL. J. Med. Chem. (1991). 34 (6), 1908-11; disdose various techniques for 
20 studying the quantitafive strudure-activity relationships among certain anticocddial 2-(substituted phenyl)- 1,2.4-tri- 
azine-3.5 (2H,4H)-diones. 

[0019] A.N. Chekhtov et al., DokL Akad. Nauk (1993). 329 (5), 603-7. disdoses the molecular and crystal structure 
off 2-(3,5-dichtoro-4-(nvtrifluoromethylphenylthio) phenyipi,2,4-triazine-3.5(2H,4H)-dione. 

[0020] N.S. Zefirov et al., Dokl. Akad. Nauk (1992). 327(4-6). 504-8. discloses the quantitative relationshtp between 
25 the strudure of 2-sul>stituted 1 .2.4-triazine-3.5(2H.4H)-diones and their anticocddial activity. 

10021] A,P. Ricketts et al.. Antimicrob. Agents Chemother. (1992). 36 (10). 2338-41. disdoses the study of the rela- 
ttonship between the in vitro anttcoccklial activity and the in vivo efficacy of compounds such as the aryl triazine com- 
pound. 3-chtoro-442Krfilpro-4-(4.5KJiliydio-3.5-dkJxo-1.2.4-trim^ 
benzenesulfonamkle. 

30 [0022] M.J. Lynch and S K. Figdor, J. Agric. Food Chem. (1977). 25 (6). 1344-53. disdose tissue residue and com- 
parative metabolism studies on tiazuril, 2-{3,5-<fmiethyM-(4-dik>roph€nylthio)phenyl^s-lriazine-3.^ (2H. 4H) dione, in 
the ctiicken. rat, dog and monkey. 

[0023] J.F. Ryley et aL. Parasitok)gy (1974). 68 (PL 1), 69-79. disdoses the antkx)ccidial activity of an azauracfl 
derivative. 2-{3,&<lichkM'o-4-(4-chlorophenytthio)phenyl-as-triazine-3,5 (2H, 4H) dk>ne. 
35 [0024] An of the documents died hereh>. including the foregoing, are incorporated by reference herein in their 
entireties. 

SUMMARY OF THE INVENTION 
40 [0025] The present inventkMi provides compounds of Formula I: 
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isomers thereof, prodrugs of said compounds or isomers, or pharmaceuticalty acceptable salts <rf said compounds, 
isomers or prodrugs; 

wherein W is (a) (b) 5(0)^-. (c) -NR^^-. (d) -C{6h (e) HC^CH-. (f) -CHj-. (g) -CHF-. (h) -CFr or (i) -CH(OH)- 

and R^ are independently (a) hydrogen, (b) halogen, (c) -(Ct-C6)alkyl. (d) -CN. (e) -OR" or (f) 4rifluoromethyl; 
R^ is (a) hydrogen, (b) halogen, (c) -<Ci-C6)alkyl optionally substituted with one to three sut)stftuents independently 
selected from the group consisting of halogen, -OCF3 and -CF3. (d) -CM, (e) -OR". (0 -trifluoromethyl, (g) -NO2. 
(h) ^024^^3 (0 -C<0)2R®. (D -C(O)NR^«r20. (k) -C(0)R^^ (I) -NR2^C(0).NR2^r22, (m) -NR^^-C(0)R20 or (n) - 
NR^^R 

R^ is (a) *.C(R^^MR'^KR'^). (b) -(Co-C3)alkyl-NR^7R^8. (c) ^(0)NR^^r2«, (d) -NR^3-C(0)-R20. (e) -(C(rC3)alkyl- 
NR2^-C(0)-NR2^r22, (f) -S(0WR22, (g) -S{0)2-NR2^r22. (h) -NR2^-S{0)2-R22. (i) -aryl. (j) -het. (k) -OR^^or (I) hat- 
ogen; provided that in substituents (0 and (h). R^ is other than -OR^; and provided that when substituent (b) is - 
(Co)a'M-NR^^R^®. R^® is other than -CiOyR^ or -S(0)2-R^; 

or R^ and R^ may be taken together to form a carbocfdic ring of Formula - (CHzh)- or a heterocyclic ring selected 
from the group consisting of -CHCH2)c- and - (CH2)j-CKCH2V wherein Q is O, S or NR^; wherein said carbocydic 
ring is optionally substituted with one or more substituents independently selected from Group V; and wherein said 
heterocycfic ring Is optionally substituted with one or more substituents independently selected from Group Z; 
R^is-OR^* 

or R^ and R^ may be taken together to form a heterocyclfc ring selected from the group consisting of -CR^^=CR^^- 
NH-. -N=CR^^ NH-. -CR^^=CR^^-0-and -CR^^=CR^^-S-; 

R^is (a) hydrogen, (b) halogen, (c) -{C^-Cgjalkyl optionally substituted with one to three substituents independently 
selected from the group consisting of hatogen. -OCF3 and -CF3. (d) ^N. (e) -OR", (f) -trifluoromethyl. (g) -NO2. 
(h) .S02-R^^ (i) -C(0)2R^ 0) -C(O)NR^»r20. (k) -C(0)R^^ (I) -NR2^C(0)NR2^r22. (m) .NR^»-C(0)R» or (n) - 

^aR^^R^^ 

R^ is (a) hydrogen, (b) -(C|-C4)alkyl wherein each carbon atom is optionally substituted wvith 1 to 3 hato atoms or 
(c)-{CH2)nCOOR®; 

R» is (a) hydrogen, (b) -(Ci-CeJalkyf. (c) -C{0)-OR^ (d) ^0)NR^®R^^ or (e) -CN; provkled that in substituent (c). 

is other than methyl or ethyl; and provkJed that in substitutent (d). R^** and R^^ are not both hydrogen; 
R® is (a) -(C|-C|2)alkyl optfonally substituted with one or more substftutents independently selected from Group V. 
(b) -<C2-Ci2)a'^enyl optionally substihiled wfth phenyl, (c) -(C2-Ci2)dialkenyl. (d) -(C3-Cio)cyctoalkyl. (e) -aryt or (f) 
-het 

R^** and R^ ^ are Mependently (a) hydrogen, (b) -(Ci-Ct2)alkyl optionally substituted with one or more substituents 
independently selected from Group V. (c) -(C3-Cio)cycloancyl optionally substituted with one or more striistituents 
Independently selected from Group V, (d) -(C2-C,2)a"^^ ^ (®) -^^^ 

or R}^ and R" for any occurrence may be taken together with the nitrogen atom to which are they attached to form 
het: 

r" is (a) hydrogen or (b) -{Ct-C6)alkyl wherein each cart>on atom is optionally substituted with 1 to 3 fluoro atoms; 
R^^ is (a) -(Ct-Ct2)alkyl optionally substituted with one or more substituents independently selected from Group V. 

(b) -{C2-Ct2)alkenyf. (c) -{C3-Cto)cyctoalkyl. (d) -NR^^R^® (e) -aryl or (0 -het; 
R^* Is (a) hydrogen, (b) KC,-C6)alkyl or (c)-0-R^; 

R}^ is (a) hydrogen or (b) •<Ct-C6)alkyl; 

or R^^ and R^^ are taken together with the cartx>n atom to which they are attached to form a carbonyi group; 
R^^ is (a) hydrogen, (b) -{Ct-C6)alkyl wherein each cart>on atom is optionally substituted with 1 to 3 fluoro atoms. 

(c) -(Co<:6)al WC3-C,o)cyck>alkyl. (d) -iCo^^^aXk^^-ar^ or (e) -(Co^6)atkyWiet; 

R^^ is (a) hydrogen, (b) -(C|-Ct2)alkyl optionally sutysfittited with one or more substituents independently selected 
from Group V. (c) -aryl, (d) -het, (e) -OR^ or (f) -{C3-C|o)cydoalkyl; 

R^^ is (a) hydrogen, (b) -<Ci-Ct2)alkyl optionally substibited with one or more substituents independently selected 
from Group V. (c) -aryt. (d) -het, (e) -C(OyR^. (0 -S(0)2-R^. (g) -OR^ or (h) -{C3-Cio)cyctoaflcyl; 
or R^^ and R^® for any occurrence are taken together with the nitrogen atom to which they are attached to form het; 
R^^ arKl for each occurrence are indeperxJently 

(a) hydrogen, (b) -{C,-Ci2)alky1 optionafly substituted with one or more substituents independently selected from 
Group V. (c) -(Co-Ce)alkyl-aryl. (d) ^G<rC6)a!kyl4iet, (e) C(0)-NR26r2^ ^(0)-r28. (g) -SiOfe-R^g ^^34 ^ 
(0-{C3-C,o)cyctoalkyl; 

or R^® and R^ for any occun-ence are taken together with the nitrogen atom to which they are a 
R^^ and R^ for each occurrence are iiwJependently 

(a) hydrogen, (b) -(Ci-Ct2)alkyl optionally sut)stituted with one to three substituents independently setected from 
Group V (c>-aryl. (d) -het, (e) -<C3-Cio)cyctoalkyl or (f) -OR^: ' 
or R^' and R^ are taken together with the nitrogen atom to which they are attached to frnm het; 
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R^^ is (a) hydfX)gen, (b) -iC^-C^yatkyi optionally substituted with one or more substituents independently selected 
from Group V or (c) -C(0)-R2^ 

R^^ is (a) tiydrogen« (b) -(C|-C|2)alkyl optionally substituted witti one or more sut>stituents independently selected 

from Group V. (c) -(C2-C^2)3^®"y'« '(C3-Cio)cycloa*M. («) ^ (0 -*^et: 

R^ for each occurrence is independently (a) hydrogen, (b) -(Ct'Ce)allcyl. (c) -COR^ or (d) -S02R^; 

R^ and R^^ for each occurrence are independently (a) hydrogen, (b) -(Ci-Ce)alkyl* W -(C3-Cio)cyctoal'^. (<*) * 

(Co-C6)alkyl-aryl. or (e) -(Co-C6)atkyl-het, 

R^ is (a) hydrogen, (b) -<C^-Ci2)^^ optionally substituted with one or more substituents independently selected 
from Group V, (c) -{C2-C^2^\keny\. (d) -(C3-C to)cyctoa>kyl. (©) -a^ or (f) -het; 

R^ is (a) -(Ct-C|2)3^y' optionally sut)Stituted wiOi one or more substituents independently selected from Group V. 
(b) -{C2^i2)aB«nyl; (c) -{C3^io)cyctoalkyl, (d) -aryl or (e) • 

R^ is (a) tiydrogen, (b) -iC^-C^zi^^^V^ opttonatty substituted with one or more sut>stituents independenUy selected 

from Group V. (c) ^Ci^^^lkenyt, (d) -(C3-C,o)cycloalkyl. (e) -C(0)-R^^ or (0 -S(0),„-R^; 

R^^ is (a) hydrogen, (b) -(C^-C|2)a'kyl optionally substituted with one or more substituents indeperidentiy selected 

from Group V, (c) -{[^^i^^f^y^* i^) -(C3-Cto)cycloalkyl. (e) -aryl, (0 -het or (g) -OR^; 

R^ Is (a) hydrogen, (b) -(C|-C)2)alkyl optionally substituted with one or more substituents independentiy selected 

from Group V, (c) -iC^-C^^alkenyi, (d) -{Ca-C^oKyclo^^M. (e) -aryl or (0 -het; 

R^ is (a) -{Co-C6)alkyl-aryl. (b) -<Co-C6)alky»-het. (c) ■iCj^^2)^\kyi optionally substituted witti one or more substit- 
uents independenUy selected from Group V. (d) -(C,-C6)3'kyl wherein at least one cartwn atom is sutystituted with 
1 to 3 fluoro atoms, (e) -{C2-Ci2)alkenyl or (f) ♦(C3-C^o)cyck)alkyl; 

R^ is (a) -aryl. (b) -het (c) -(C,-Ci2)alkyl optionally substituted witii one or more substituents independently 
selected from Group V. (d) -(C2-Ci2)alkenyl or (e) -{C3-Cio)cyctoalkyl; 

-(C3-C|o)cyctoalkyl for each occurrence is a fully or partially saturated mono-, bi- or tricyclic ring containing three 
to ten cartx)n atoms; wherein in the tMcycTtc ring, a monocyclic cycfoalkyt ring is spiro fused to another cyck)alkyt 
ring or is fused via two cartxm atoms to a t>enzene ring or anotfier cycfoalkyi ring: and wherein in the trk;yclic ring, 
a tncyclic ring is spiro fused to a cydoalkyl ring or is fused via two atoms to a benzene ring or another cycfoalkyi 

ring; 

said -(C3-C|o)cyclpaIkyl optionally contains one to three bridging atoms independentiy selected from cart>on, oxy- 
gen, sulfur and nitrogen; said t>rldging atoms are attached to two cart>on atoms in the ring; and said tNidging atoms 
are optionally substituted with one to three groups independentiy selected from -(Ct-C6)alkyl aiKf hydroxy; 
said cyck>alkyl ring is optionally substituted on one ring if the nrKwety is monocyclic, on one or Ixjth rings if the moi- 
ety is bicyclic. or on one. two or three rings if the moiety is tricycHc. with one or more substitutents independentiy 
selected from Group V; 

Group V is (a) -(Ci-C6)alkyl optionally substituted with one or two hydroxy, (b) -(C2-C5)alkynyl, (c) -hafogen. (d) - 
NR35r36 (e) -NO2. (0 -OCF3. (g) -OR^^. (h) -SR^^. (i) -0x0. fi) -bifluofomethyl. (k) -CN. (I) -C(0)NR^-OH, (m) - 
COOR35. (n) -0-C(0HCi-C6)alkyl, (o) -<C3-C|o)cydoalkyl optionally substituted wrtfi CN. (p) -{Co-C6)alkyl-aryl, (q) 
-(Co-C6)alkyl-het (r) C(OHCi-C6)alkyl or (s) -C{0)-aryl; 

R^ arwJ R^ for each occurrence are independentiy (a) hydrogen, (b) -(Ci-C8)alkyl or (c) -iC^r^si^kyi-Bryk 

R^^ is (a) hydrogen, (b) -<Ci-C6)alkyl optionally substituted with one or more hato. hydroxy or mettwxy. (c) -(Co- 

C6)alkyl-aryl or (d) -(Co-Ce)alkyf-het; 

aryl is (a) phenyl optionally $ut>stituted witti one or more substituents independentiy selected from Group Z; (b) 
naphthyl Of^onaOy substituted witti one or more substituents independentiy selected from Group Z or <c) b^enyl 
optionally sutistftuted with one or more sut>stituents independently selected from Group Z; 
tiet for each occurrence is a 4-, 5-. 6-, 7- and S-memt>ered fully saturated, partially saturated or fully unsaturated 
mono-. bH or tricydic heterocycfic ring containing from one to four heteroatoms tndeperKlentty selected frorh the 
^oup consisting of oxygen, sulfur and nitrogen; wherein in the bicydic ring, a monocydic fieterocyc^ rirtg is spiro 
fiised to a ^C3-Ca)cydoatkyl ring or to anotiier heterocycOc ring which is fully or partially saturated; or is fused via 
two atoms to a l)enzene ring, a -<C3-C3)cydoalkyl ring or anotfier heto-ocydic ring; and wt>erein in the tricycfic rmg. 
a bicyctic ring is spiro fused to a -{C3-C8)cydoalkyl ring or to anotiier heterocycfic ring which is fiilly or parttaUy sat- 
urated; or is fiised via two atoms to a t>enzene ring, a (C3-C6)cydoaIkyl ring, or anotfier hrterocydic ring; 
said het optfonally contains one to three t)ridging atorns independentiy seleded from oxygen, sulfur arnl nitrogen; 
said tiridgtng atoms sre attached to two ottier atoms m the ring; and said tiridging atoms are optionally sut>stituted 
with one to tfiree groups independently selected from -<Ct-C6)aIkyl and hydroxy; 

said tiet optionally lias one or two 0x0 groups substituted on carbon or one or two 0x0 groups sut)sfituted on sulfur; 
said fiet is optioriaOy substituted on cart>on or nitrogen, on one ririg if the nroiety 

if fhe nKMety is tMcyctic. or on one. two or three rings if ttie mo^ is tricydk:, with one or more sul>stituents inde- 
pendently selected from Group Z; 

Group Z Ibr each occurrence is independentiy (a) liydrogen, (b) tialogen, (c) trifliKiromethyl, (d) hydroxy, (e) -OCF3. 
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(f) -CN. (g) -NO2. (h) -(Ci-C6)alkyl optionaUy substituted with one or more sutistituents independently selected from 
the group consisting of hydroxy, halogen. -OCF^ and -CF3, (i) -{CrCejalkenyl optionally substituted with phenyl, (j) 
-(C2-C5)alkynyl. (k) -(Ct-C6)3tkoxy, (0 alkyl-phenyl optionally substituted with one or more substituents independ- 
ently selected from the group consisting of halogen, -OCF3. -CF3. -(C,-C4)alkyl. -<Ci-C4)alkoxy and -C(0)CH3, (m) 
^Co-C6)alkyl-naphthyf optbnalty substituted with one or more substituents independently selected from ttie group 
consisftfig of halogen. ^Fa, -CF3. -(Ct-C4)alkyl. -(C^ -C4)alkoxy and -C{0)CH3, (n) -0(0)^^. (o) -{Co-Cejalkyl- 
C{0)NR^R^. (p) -{Co-C6)a!kyf-C(0)R^. (q) -NR^SrS^. (r) .NR^^(0)NR^R^. (s) -NR^-C{0)R3«. ^q^37 
-SR^^, (v) -{C3-C,o)cycfoalkyi. (w) -(Co-Cgjalkyl-pyridinyl optionally substituted with one or more -{C^-C6)alkyl 
which is optionally substituted with one or more substituents independently selected from the group consisting of 
hydroxy and halo, (x) -(Co-Ce)alkyt-pipendinyl optionally substituted witii one or more -(CirCe)alkyl which is option- 
ally substituted with one or more substituents independently selected from hydroxy and halo, (y) rSOa-R^^, (z) - 
SCVNR^R^ or (a1) .S-phenyK:H20H; 

is (a) -(Ct-Ce)alkyl, (b) -{Co-CeMM-phenyl. (c) -(Co-C6)alkyl-phenanthrenyl optionally substituted with one to 
three CF3. (d) -{Co-C6)a!kyl-pyrrolkJinyl or (e) -(Co-<^ 

or any two 2 Groups for any occun-ence in the same variable may be taken together to form (a) a cartx^cyclic ring 

of the formula -(CH2)e- or (b) a heterocyclic ring selected from the group consisting of -0(CH2)fO-. -(CH2)gNH- and 

-CH=CHNH-: 

mis 0.1 or 2; 

nisO. 1,2or3; 

b is 3. 4. 5. 6 or 7; 

C f. g. j and k are each independently 2, 3. 4, 5 or 6; and 
eis3, 4. 5.6or7; 

provided that in a compound of Formula 1: 1) the subslituent .C(R^^){R^^MR^®>«n «s other than (C^-C4)alkyl; and 
2) R^ is hato only when R® is -C(0)-OR® or -C(0)NR^^". 

[0026] More particularly, the present Invention provkles compounds of Formula I. and prodrugs, isomers or phar- 
maceufically acceptat>le salts thereof, wherein W is oxygen. 

[0027] More particularty. the present invention provkles compounds of f=ormula I, and prodrugs, isomers or phar- 
maceutically acceptable salts ti>ereof. wherein R^ is focated at the 3 position. R^ is focated at the 5 position, R^ is 
located at the 2* position, R* is located at the 3' position. R^ is kxaled at the 4* posmon an^ 
tion. 

[0028] More particularly, ttie present invention provides compounds of Formula I, and prockugs. isomers or phar- 
maceutically acceptable salts thereof, wherein R^ is hydrogen. is hydroxy or methoxy, f^ is hydrogen. R^ is hydro- 
gen and fR® is hydrogen. 

[0029] More particularly, the present invention provides compounds of Formula I. and prodrugs, isomers or phar- 
inaceutically acceptable salts thereof, wherein R^ and R^ are each independentiy ntethyt, bromo or chloro. 
[0030] More particularly, the present invention provkles compounds of Formula I; and phanmaceuticaily acceptalile 
sahs thereof, wherein R^* is S(0)2NR2^r22; r^^ is hydrogen or methyl; and is (a) -(Cs-C^alkyl. (b) bfcy- 
clo(2.2.1]hept-2-yl. (c) 1,2,3.4-tetratvdro-naphthalen-l-yl, (d) cyctobutyl. (e) cyctopentyl. (0 cyctohexyl or (g) phenyl 
optionaOy substituted with one or more fluora Even nrwe particularly, ttie preserit invention provkles such compounds, 
and pharmaceutically acceptable salts ttiereof. wherein R^ is methyl or chtoro, R^ is methyl or cWoro^ is hydroxy and 
R^ IS hydrogen. 

[0031] In addition, more particularly, the present invention provkles compounds of Fwmula I, and pharmaceutKally 
acceptable salts thereot wherein R'* is S(0)JtiR^^Fp: R^^ and R^^ are taken together with the nitrogen atom to which 
they are attached to form het; and het is (a) piperkfinyl optionaRy substituted with oirie or more substituents independ- 
ently selected from the group consisting of methyl and phenyl, (b) pymi&finyl. (c)1,3;3-trimethyl-6-ara-bk:y- 
ck>l3.2.1]octanyl. (d) indoTwyl, (e) spirol8-azabicycto[3^11octane-3.2'-{3>l}-d%dra-furan]. (0 sptroIS- 
azabk:yck>{3.2.1]octane-3.2'-|1.3]dioxolahe] or (g) 8-aza-bk:yck>p.2.11octanyl optionaOy substituted with one or more 
substituents independentiy selected from the group consisting of 0x0 and hydroxy. Even niece particutarfy. the present 
invention provkles such con^xxinds, and pharmaceutically acceptable salts thereof, wherein R^ is methyl or chforo. 
is methyl or chforo. and R^ is hyckoxy. 

[0032] In addition, nwe particulaily. the present invention provkles compounds of Formula I. and pfiarmaceutically 
acceptable salts thereof, wherein R^ is -C(O)NR^^20 r19 hydrogen; and R^® is (a) <^ctopentyl optionally substituted 
wrtti one or mofe -CH2OH. (b) bk:ydof2.2.ipiept-2*yt optionally substituted wfth one or more substituwts independently 
selected from the group consisting <rf ^H20H and metfiyl, or (c) bk7CtoI3.1.lihept-3-yl optionally substituted witti one 
or more mettiyl Even nwe particularly, ttie present invention provkles such compounds, and pharmaceutically accept- 
at)le salts thereof, wherein R^ and R^ are each chtoro or dibromo. and R^ is tiydroxy. * ^ 

[0033] In addttfon, more particularly, the present invention provkles compounds of Fonmjia I. and pharmaceuticaUy 
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acceptable salts thereof, wherein is -C(0}NR*^R^; R^^ and are taken together with N to form het; he! is (a) pip- 
eridlnyt optionally sut>stituted with one or more substituents independently selected from the group consisting of methyl 
and phenyl, (b) pyrrolidinyl. (c) azepanyt. (d) indolinyf or (e) 3,4-dihydro-lH-isoquinolirryl. Even more particularty. the 
present invention provides such compounds, and pharmaceutically acceptable salts thereof, wtierein R^ and R^ are 
each diloro and R^ is hydroxy. 

[0034] In addition, more particularly, the present invention provides compounds of Formula I, and pharmaceutically 
acceptakde salts thereof, wherein R^ is -CH2-NR^^R^*; R^^ is hydrogen; and R^* is (a) phenyl optionally substituted with 
one or more substituents tfidependently selected from metfiyl and fluoro, (b) benzo[1.3]dtox(^5-yl or (c) indanyL Even 
more particularly, the present inventk>n provides such compounds, and pharmaceuticalfy acceptable salts thereof,- 
wherein R^ and R^ are each chloro or bromo and R^ is tiydroxy. 

[0035} In addition, more particularly, the present invention provides compounds of Formula I, arKf pharmaceutically 
acceptable salts thereof, wherein is -CH2-NR^'r^®;:R^^ and R^® are taken together with the nitrogen atom to which 
they are attached to form het; and het is piperidinyf optionally sut>$tituted with one or more methyl. Even more partkru- 
lady, the present invention provides such compounds, and ptiarmaceuticany acceptable salts thereof, «vherein R^ and 
R^ are each chk)ro and R^ is hydroxy. 

[0036] In addition, more particularty, the present invention piovkJes compounds of Formula 1, and pharmaceutically 
acceptable salts thereof, wherein R"* is -NR^^-C(0}-R^; R^^ is hydrogen; and R^ is (a) cyclohexyl, (b) phenyl optnn- 
ally substituted with one or more substituents independently selected from the group consisting oKfCF^, -fluoro and - 
CF3, (c) -isoxazolyl optionally substituted with methyl or (d) -{C3-C5)atkyl, Even more particularly, the present invention 
provkJes such compounds, and pharmaceutrcally acceptable salts thereof, wherein R^ and R^ are each chksro and R^ 
istiydroxy. 

[0037] In additk>n, more particularly, the present inventfen provkles compounds of Formula I, and pharmaceutkally 
acceptable salts thereof, wherein R^ is -S(0)2R^; and R^ is (a) phenyl optk)nal}y substituted with one or more substit- 
uents independently selected from the group consisting of methyl and ethyl or (b) indanyl. Even more particularly, the 
present tnventk)n provides such compounds, and pharmaceutk:ally acceptat)le salts thereof, wherein R^ and R^ are 
each chtoro and R^ is hydroxy. 

[0038] In additk^n, more particularly, the present inventk>n provkies compounds of Formula I. and pharmaceutically 
acceptable salts thereof, wherein R^ is -C(R^^)(R^^)(R^®); R^^ is hydroxy; R^^ is hydrogen; and R^® Is (a) phenyl optkwv 
ally substituted with one or more fluoro or (b) -(C^-C5)alkyl. Even more particularly, the present invention provkies such 
Gompounds, and pharmaceutically acceptable salts thereof, wherein R^ is methyl, chtoro or bromo; and is methyl, 
chtoro or bromo. 

[0039] In addition, more particularly, the present tnventk)n provkles compounds of Formula I. and pharmaceutk^Ry 
acceptable salts thereof, wherein R^ is -C(R^^XR^^R^®); » hydrogen or methyl; R^* is hydrogen; and R^® is (a) 
phenyl optionalty sut)stituted with one or more fluoro or (b) -(C|-C5)alkyL Even more partkxilarly. the present inventkm 
provkles such compounds, and pharmaceutk:al|y acceptable salts thereof, wtierein R^ is methyl, chtoro or bromo; R^ is 
methyl, chkiro or l>romo; and R^ is hydroxy. 

[0040] In additk>n, more partk:ularly. the present mventipn provkies compounds of Formula I. and pharmaceutk:ally 
acceptable salts thereof, wherein R^ is -C(R^*)(f^^^)(R^®); R^ and R^* are taken together with-the carbon atom to 
wtitch they are attached to form a cartxmyl group; and R^^ is (a) phenyl optionally sut»stituted with one or more fluoro 
(b) or -(Ct^5)alkyl. Even more particutarly, the present Hivehtk)n provkies such compounds, and pharmaceutkally 
acceptable salts thereof, wherein R^ is methyl, chloro or t)romo; R^ is methyl; chk>ro or tiromo; and R^ is hydroxy. 
[0041] In additkMi, more particularty. the present tm/entk>n provkles compounds of Formula I. and pharmaceutkally 
aooeptable satts thereof, wherein R^ is -NR2^X(0)-NR^R^ each R^^ is hydrogen; and R^ is phenyl optkmafly sub- 
stihjted wi&i one or more chforo. Even nrx>re partk:ular1y. the present kwentkm provides such compounds, and pharma- 
ceutk:any acceptatrfe salts thereof, wherein R^ and R^ are each methyl or chtoro; and R^ is hyc^oxy. 
[0042] in addftkMi. more partk:ularly. ttie present inventk>n provkies compounds of F=brmula I. and pharmaceutically 
acceptable salts thereof, wherein R^ is NR^^-S(0)2rR^ R^ is hyctogen; and R^ is •(C|yC2)alkyf-phenyl opfionafly 
substituted with one or more fluora Even more partk:uiarty. the present invention provkies such compounds, and phar- 
maceutk:ally acceptat)le salts thereof, wherein R^ is cWoro, metf^ or t>ronu); R^ is chtoro. mettiyl or t)romo; and R^ is 
hydroxy. 

[0043] In anoth^ aspect, the present inventkm provkies compounds of Formula I. and prodrugs, tsomers and phar- 
maceutically acceptable salts thereof, wherein R^ and R^ are each independently chkMO or methyl; is tiycfrogen; R^ 
and R^ are taken together to form 
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is hydrogen; and R^^ is hydrogen or methyl. 
(0044] In another aspect, the present invention provides compounds of Formula I, and prodrugs, isonrers and phar- 
maceutically acceptat>le salts thereof, wherein is hydrogen, R^ is Br. R^ is hydroxy or n^ethoxy R® is hydrogen and 
R^ is hydrogen. More particularly, the present invention provides such compounds, and pharmaceuticalty accepteble 
salts thereof, wherein R^ and R^ are each methyl. Even more particularly, the present invention provides such com- 
pounds, and pharmaceuticaRy acceptable salts thereof, wherein R® is -C(0)NR^®R"; R^® is hydrogen; and R^Ms (a) - 
CH2-furanyl (b) -CH2-phenyl optionally substituted with one or more CF3. (c) -CH2-cyclohexyl optionally substituted wMi 
one or more CN, (d) -CHa-pyridlnyl. (e) -(CH2)3-imidazolyl or (0 -(CH2)rN(CH3)2. 

[00451 In addition, more particularly, the present invention provides compouiKis of Formula I. and pharmaceuticaQy 
acceptable salts thereof^ wherein R® is -C(0)NR^^R^^ R^° and R^^ are taken together with the nitrogen atom to which 
they are attached to form, het; and het is (a) thiazoiidiny! or (b) 4-oxo-piperidinyl optionally substituted with one or more 
cartx)xyUc add methyl ester. 

[0046] In addition, more particulariy. the present invention provides compounds of Formula I. and pharmaceuttcally 
acceptable salts thereof, wherein R® is -C{0)OR^; and is -(CH2)rP<perazinyl optionally substituted with one or more 
4-acetyl-phenyl, 

[0047] Unless otherwise provided herein: 

{0048] "AlkyT means a straight or branched hydrocarbon chain radical, including as the case may be. for example, 
methyl, ethyl, n-propyl. isoprppyl. n-lxityl and the like. 

{0049] *Alkenyr means a straight or branched unsaturated, univalent al^>hatic radk:al. 

{0050] "Alkox/* means an alkyi radical whkii is attached to the remainder of the molecule by oxygen, including as 
the case may be. for example, methoxy. 

[0051] "AlkynyT means a straight or tiranched acycKc hydrocarbon radical with one triple bond, including as the 
case may t>e. for example, acetylene. 

{0052] -Cartxxrycfic" (carbocyde) means an unsaturated, or a partially or fully saturated ring having only cartxm 
atoms in its nucleus, induding as ihe case may be an aryl (an orgamc radical derived from an aromatic hydrocartxwi by 
the removal of one atom, e.g., phenyl from l>enzene. also induding. for example, naphttiyt). 

{0053] "X^ydoalkane" means a saturated, monocydtc hydrocarbon, including as the case may be. for example, 
cydohexane. 

[0054] XydoalkyT nneans a monocyctic or polycydic radical derived from a cydoalkane, induding as the case may 
be. for example, cydohexyl. 

{0055] "Aryr means an organic radical derived from an aromatic hydrocartxxi by the removal of or^e atom, for 
example, phenyl from benzene. Other aryl groups indude. for example, naphthyl and btphenyL 
{0056] "Hato* or tiatogen" means a radkal derived from the elements fluorine, chtorine, l)romine or iodine. 
[0057] "Heterocycfic" fheterocycle" or •hef^. as used herein, unless otherwise indicated, indudes aromatic and 
non-aromatk: heterocycKc groups containing one or more fieteroatoms. generally 1 to 4 heteroatoms. each selected 
from O. S and N. wherein each lieterocydic group has from 4-1 0 atoms in its ring systern. Norvaromatic tieterbcydic 
groups include groups having only 4 atoms in their ring system. biA siromatk: hetenxrydic groups must tiave at least 5 
atoms in their ring system. The heterocydic groups indude benzo-fiised mg systems and rii^ systems substRuted wfth 
one or more 0x0 moieties. An example of a 4 m^nbered heterocydic group Is azetidinyl (derived from azetidine). An 
exavnfAe of a 5 membered heterocydk: group is thtazolyf and an example of a 1 0 membered heterocydic group is qui- 
noltnyl. Examples of non-aromatic het^'ocydic groups are pyrrbfkfinyt. tetrahydrofiiranyl. tetrahydrothienyl. tetrahydro- 
pyranyl. tetrahydrothiof^ranyt, tetrahydroquinol^, tetrahydroisoquinolyl, ptperidino. piperklyl. morpholino, morfrfwlinyl. 
IhkMnorpho&no. thiomorpholinyl. thk»canyt. piperazinyl. azetidinyl. oxetanyl. thietanyl. tiomopiperidinyl. oxepanyl, thtepa- 
nyl. oxazepinyl, diazeptnyl. thiazepinyf. 1,2.3.6-tetrahydropyridHiyl. 2-pyrrofinyl, a-pynoHnyl, indc^nyl. 2K-pyranyl. 4H- 
pyranyt. dioxanyl. 1.3-dioxolanyt. pyrazolinyl. dithianyl. dithfolanyt, ddiydropyranyl. dthydrothtenyl. dihydrofuranyl. pyr*- 
zdidinyl. imidazofinyl, imklazoOdinyl. 3-azabicydol3.1.01h€xanyl. 3-azabicydo[4.1.0]heptanyl. 3H-indotyl and quinofiz- 
HiyL Examples of aromatk: heterocydic groups are pyridmyl. imklazotyt. pyrimklinyt. pyrazolyl. triazolyl, pyrazmyl, 
tetrazolyl. frffyl, thienyl. isoxazolyt. thiazolyl. oxazolyl, isothsazolyi. pyrrolyi. qutnoTinyl. isoqirinofinyl. tndolyl. benznntda- 
zdyl. t>enzofuranyl. dnnolinyt, indazolyl, indolizinyl. phttialazinyl. pyridazirTyl, triazinyl. isoindofyl. pteridinyl. purinyiTra- 
cfiazolyi, thiadiazolyl. furanyl. t>eruofuranyl. benzothwphenyl. benzothiazolyl, t>enzoxazotyl. qutnazolinyl. quinoxalinyl. 
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naphlhyridinyl, and furopyridinyl. The foregoing groups may be C-attached or N-attached where such is possible. For 
instance, a group derived from pyrrole may be pyrroM-yl (N-attached) or pyrrol-3-yl (C-attached). 
[0058] Where heterocyclic groups are spedficafly recited or covered as substituents for the compounds of Formula 
1, it is understood that unless spedficatly noted otherwise, ait suitable isomers of such heterocydic groups are 
5 intended. 

[0059] "Hydrate* is a crystalline form of a compound or salt thereof, containing one or more mdecules of water of 
crystaRizatfon. i.e.. a compound of Formula I or a salt thereof, containing wafer combined in the molecular form. 
[0060] *Pharmaceuticatty acceptable" means that the carrier, diluent vehicle ^a>»ents and/or salt must be com- 
patible with the other ingredients of the formulatfon. and not deleterious to the redpient thereof. 

10 [0061] "F^harmaceutically acceptaljle salts" of the compounds of this invention may be formed of the compound 
itself, prodrugs, e.g. esters, isomers arKJ the like, and include all of the pharmaceuticatly acceptal>le salts which are 
most often used in pharmaceutical chemistry; for exan^, salts may be formed with riorganic or organic adds such as 
hydrochlofic add. hydrobromic add, hydroiodic add. carboxylic adds, sulfonic adds inducing such agents as naphtha- 
lenesulfonic, elhanesulfonic. hydroxyethanesulfonic, mefhanesulfonic ("mesylate"), benzenesulfonic (T)esylate") and 

15 toluenesulfonic adds, e.g.. p-toluenesulfonic ("tosylate"), sulfuric add. nitric add, phosphoric add. tartaric add. pyro- 
sulluric add. metaphosphoric add, succinic add. formic add. phthalic acid, mafic add. mateic acid, lactic acid, ascorbic 
add. glycollic add. gluconic add. nnandelic add. glutamic add. aspartic acid, fiimaric add. pyruvic add. phenylacetic 
add, panuMc add, nicotinic add. and the like. Suitable pharntaceutfoally acceptable salts also indude alkali metal salts 
(e.g. sodium, potassium salts), alkaline earth metal salts (e.g. magnesium, caldum salts), amine salts (e.g. ammonium, 

20 aRcylammonfunv dialkylammonium. trialkylammonium, tetraalkylammonium. diethanolammonium. tri-ethanolammo- 
nium and guanidinium salts). Preferred salts include salts of organk: adds selected from formfo. acetk^ triffooroacetfo, 
propkxiic. benzok:; dtric, maletc, tartaric, methanesulfonrc, benzeriesulfonic or toluenesulfonic; salts of inorganic adds 
selected from tiydrochlork:. hydrobromic, sulfurk: or phosphoric; salts of amino acids seleded from aspartic arid 
glutamk:; and salts of sodium and potassium. 

25 [0062] "Polymorph" is a compound or salt thereot such as the compound of Formula I or a salt ttiereot whk:h 
occurs in two or more forms. 

[0063] "Prodrug" is a drug precursor which, following administratfon, releases the drug irj vivo via some chemical 
or physfofogfoal process (eg., a prodrug on being t)rought to the physiological pH or through enzyme action is con- 
verted to the desired drug form); exemplary prodrugs upon deavage release the corresponding free add. and such 

30 hydroiyzable ester-forming reskjues of the compouruls of Formula I include but are rK>t limited to those having a car- 
boxyl moiety wherein the free hydrogen is replaced by (Ct-C4)alkyl. (C2-C7)alkanoytoxymethyl. 1<<alkanoytoxy)ethyl 
having from 4 to 9 cartx)n atoms, l-methyH-{alkanoyk>xy)-ethyl having from 5 to 10 carbon atoms, alkoxycarbony- 
foxymethyl having from 3 to 6 cart>on atoms, 1-(alkoxycarix)nytoxy)ethyl having from 4 to 7 cartxm atoms. 1-methyl-l- 
(alkoxycarbonyfoxy)ethyl having from 5 to 8 cartxKi atoms. N-(alkoxycartx>nylaminomethyl having from 3 to 9 cartXMi 

35 atoms, 1-{N-(alkoxycartx)nyl)amino)ethyl having from 4 to 10 cartxm atoms. 3-phthatidyl, 4-crotonoladonyl. gamnna- 
t>utyroladon-4-yl, di-N,N-(Ct-C2)alkylamino(C2-C3)alkyl (such as tMJknethylaminoethyl). carbamoyKCt-C2)aIkyl. N.N- 
di(C|-C2)alkyk:art>amoyKC)-C2)alkyl and piperkJino-. pyrrolidine- or morphoIino(C2-C3)alkyl. 
[0064] "Radk:ar is a group of atoms that behaves as a single atom in a chemical reactfon. e.9-., an orgaruc radfoal 
Is a group of atoms whfoh confers characterlstk: properties on a compound containing it or whfoh remains unchanged 

40 during a series of reactfons. 

[0065] "Solvate" is a molecular or ionic complex of molecules or fons of a solvent with those of a solute; a "solvate" 
wherein tt\e solvent is water, forms "hydrates" or hydrated fons. 

[0066] 'SpirocydoaOcyT means cydoalkyl having a sptro unfon (the uruon formed tyy a single atom which is the only 
common member of the rings). 
45 [0067] "Treating, "treat" or "treatmenr includes. Infer a/ia. preventative (e.g., prophylactk;}. paffiative and curative 
treatment 

[0068] Therapeutfoally effoctive amount" means an amount of a compound tfiat am^orates; attenuates, or efimt- 
nates one or more symptoms of a particular disease or condition or prevents or ddays the onset df one of more symp* 
toms of a partk:utar disease or conditfon. 
so [0069] "Patient" means ariimals, such as dogs, cats. cows, horses, sheep, and humans. Partk»lariy preferred 
patients are mammals, including both mates and females. 

{0070] The present mventfon provkSes methods of treating a conditfon selected from ol)esfty. overweight concfitkm. 
hyperfipidemta. thyrokJ disease, hypottiyrokftsm, thyrokl caiK^er, diat)etes mellitus. atherosderosts, t^pertensfon; coro- 
nary heart disease, hyperchc^esteremia, depressfon, osteoporosis, cardiac antiythmias. glaucoma and congestive 
55 heart failure In a mammal (mduding a human being) wfMi comprise administering to sakt mammal a titerapeutically 
effective amount of a compound of Formula I, an isomer thereot a prodrug of saki compound or isomer, or a pharma- 
ceutk:ally acceptable salt of sakJ compound, isomer or prodrug, as descrt>ed at)ove. Especially preferred aij& su^ 
methods wtierein sakI conditfon is ol)esity. Such methods further comprise administering an anorectk: agent or a lipase 
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inhibitor. 

[0071] In another aspect, the present invention provides methods of treating a condition selected from ot)esity, 
ovenveight condition, hypertipidemia. thyroid disease, hypothyroidism. Oiyroid cancer, diat)etes meffitus. atherosclero- 
sis. hypertension, coronary heart disease, hyperchotesterenwa, depression, osteoporosis, cardiac arrtiythmias. glau- 
coma and congestive heart failure in a mammal (including a human t>eing) which comprise administering to said 
mamnnal a therapeuticaOy effective amount of a compound of Formula I, an isomer thereof, a prodrug of said compound 
or isomer, or a pharmaceutically acceptable salt of said compound, tsbmer or prodrug, as described above, and an 
anorectic agent 

[0072] In another aspect, the present Invention provides methods of treating a condition selected from obesity, 
ovenveight condition, hyperiiptdemia. thyroid disease, hypothyroidism, thyroid cancer, diabetes metlitus. atherosclero- 
sis, hypertension, coronary heart disease, hyperchotesteremia. depression, osteoporosis, cardiac arrhythmias, glau- 
coma and congestive heart failure in a mamma! (including a human being) which comprise administering to said 
mammal a therapeutically effective amount of a compound of Formula I. an isomer thereof, a prodrug of said compound 
or isomer, or a pharmaceutically acceptable salt of said compound. Isomer or prodrug, as described above, and a fipase 
inhibitor. 

[0073] In a preferred aspect, the present invention provides methods of treating obesity in mamn^ls (including a 
human being) which comprise administenng to said mammal an obesity treating effective amounts of a coihpound of 
Formula I. an Isomer thereof, a prodrug of said compound or isomer, or a pharmaceutically acceptable salt of said com- 
pound, isomer or prodrug, as described above. In yet another preferred aspect, the present invention provides methods 
of indudng weight loss m a mammal which comprise administering to said mammal a therapeutically effective annount 
of a compound of Formula I, an isomer thereof, a prodrug of said compound or isomer, or a pharmaceutically accepta- 
ble salt <rf said compound, isomer or prodrug. 

[0074] In anott>er aspect, the present invention provides methods of treating ot>es*ity in mammals (including a 
human tieing) which comprise administering to said mammal ot>esity treating effective amounts of a compound of f=dr- 
mula I, an isomer thereof, a prodrug of said compound or ison^er. or a ptiarmaceutically acceptable salt of said, com- 
pound, isomer or prodrug, as described at>ove, and an anorectic agent 

[0075] In another aspect, the present invention provides methods of Seating obesity, in a manunal frndudlng a 
human b&ng) which comprise administering to sakJ mammal obesity treating effective amounts of a compound of For- 
mula I, an isomer thereof, a prodrug of said compound or isomer, or a pharmaceuticatly acceptal)le salt of said com- 
pound, isomer or prodrug, as descrit)ed atxyve. and a lipase inhSntor 

[0076] In another aspect the present invention provides pharmaceutical compositions comprising an amount of a 
compound of Formula I, an isomer thereof, a prodrug of said compound or isomer, or a pharmaceuticaOy acceptabte 
salt of said corr^und. isomer or prodrug, as descra>ed above, and a pharmaceuticaBy acceptaUe vehide. diluent or 
carrier. 

[0077] In another aspect, the present invention provides pharmaceutical compositions comprising a compound of 
Formula I. an isomer thereof, a prodrug of said compound or isomer, or a pharmaceutically acceptable salt of said com- 
pound, isomer or prodrug, as described above: an anorectic agent and a pharmaceuticany acceptable vehicle, diluent 
or carrier. 

[0078] In another aspect, the present invention provides pharmaceutical compositions comprising a compound of 
Formula I. an isomer tt^ereof, a prodrug of said compound or isomer, or a pharmaceutically acceptable salt of said com- 
pound, isomer or prodrug, as described above; a l^se mhibftor and a pharmaceutically acceptable vehide, dau#nt or 
carrier. 

[0079] In another aspect the present invention provides pharmaceutical compositions for treatirig a condition 
selected from obesity, overweight condition, hyperfipiderroa. thyroid disease. I^thyroidism, thyroid cancer. <fiabetes 
metlitus, atherosderosis. hyperten^, coronary heart disease, hypercholesteremia, depre^ion. osteoporosis, cardiac 
arrfiyttuTuas, glaucoma and congestive heart failure in a mamnral (mdudirig a hunian t>eing) comprising an anruMint of 
a compound of Formula I, an isomer thereof, a prodrug of said cornpound or isomer, or a pharmaceutically acceptabfe 
salt of said compound, isomer or prodrug, as descrOied above, and a phamiaceutically acceptable vehicle; dSuent or 
carrier. 

[0080] In another aspect the present invention provides pharmaceutical compositions for treating a condition 
selected from ot>esity. ovenfveight condition. hyperOpidemia. thyroid disease, hypothyroidism, thyroid cancer, diat>etes 
melGtus. atherosclerosis, hypertension, coronary heart disease, hypercholesteremia, depression, osteoporosis, cardiac 
arrhythnmas, glaucoma and congestive heart faaure in a rnarnnral pnducfi^ 

Formula I. an ison^ tliereoC a prodrug of said compound cm- isomer, or a pharmaceutically acceptable salt of said iconv 
pound, isomer or prodrug, as described above; an anorectic agent and a pharmaceuticaOy acceptable vehide, dBuent 
or carrier. 

pool) In another aspect the present invention provides pharmaceutical compositions for treating a cbft3fl^ 
selected from obesity, overweight condition, hyperfip'idemia, thyroid disease, hypothyroidism, thyroid cancer, diabetes 
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meOitus. atherosclerosis, hypertension, coronary heart disease, hypercholesteremia, depression, osteoporosis, cardiac 
arrhythmias, glaucoma and congestive heart failure in a mammal (including a human being) comprising a compound of 
Formula I. an isomer thereof, a prodrug of said compound or isomer, or a pharmaceuticaHy acceptable salt of said com- 
pourtd, isomer or prodmg. as described above; a lipase inhibitor, and a pharmaceuticaHy acceptable vehicle, diluent or 
5 canrier. 

[0082] In another preferred aspect, the present invention provides pharmaceutical compositions for treating obesity 
m a mammal (including a human being) comprising a compound of Formula I, an isomer thereof, a prodrug of said conr>- 
pound or isomer, or a pharmaceutically acceptable salt of said compound, isomer or prodrug, as described above, and 
a pharmaceuticaHy acceptable vehide. diluent or carrier. In yet another preferred aspect, the present invention provides. 
10 pharmaceutical compositions for indudng weight loss comprising a weight loss-treating amount of a compound of For- 
mula I. an Isomer thereof, a prodrug of said compound or isomer, or a pharmaceuticaHy acceptable salt of said com- 
pound, isomer or prodrug; and a pharmaceutically acceptable carrier, vehicle or diluent 

[0083] In a preferred aspect, the present invention provides i^armaceutical compositions for treating obesity in a 
mammal (indudmg a human being) comprising a compound of Formula I. an isomer thereof, a prodrug of said com- 
15 pound or isomer, or a pharmaceuttcaHy acceptable salt of said conipound, isomer or prodrug, as described above: an 
anorectic agent, and a pharmaceuticaHy acceptable vehicle, diluent or carrier. 

[0084] In yet another aspect, the present invent on provides pharmaceutical compositions Ibr treating obesity in a 
mammal (including a human being) comprising a compound of Formula I, an isomer thereof, a prodrug of said cono- 
pound or isomer, or a pharmaceutically acceptable salt of said compound, isomer or prodrug, as described above; a 

20 ripase inhibitor, and a pharmaceuticaHy acceptable vehicle, diluent or earner. 

[0085] In another aspect, the present invention provides kits for the treatment of a coridition selected from obesity, 
overweight condition. hypedipkJemfei, thyroid disease, hypottyroidism. thyroid cancer, diabetes mellitus. atherosclero- 
sis, hypertension, coronary heart disease, hypercholesteremia, depressfon. osteoporosis, cardiac antiythmias. glau- 
coma and congestive heart faflure which comprise: a first compound, said first compound being a compound of Formula 

2S I. an isomer thereof, a prodrug of said compound or isomer, or a pharmaceutically acceptable salt of said compound. 
Isomer or prodrug, as described above, and a pharmaceutically acceptable vehicle, canier or diluent, in a first unit dos- 
age form; a second compound, said second compound being an anorectic agent or a fipase inhft)itor, and a pharma- 
ceuticaHy acceptable vehicle, earner oc diluent, in a second unit dosage form; and a container for containing said first 
and second dosage forms; wherein the amounts of said first and second compounds result in a therapeutic effect. 

30 [0086] In another preferred aspect, the present invention provides kits for the treatmerU of a obesity which com- 
prise: a first compound, said first compound being a compound of Formula I. an isomer thereof, a prodrug of sakJ cono- 
pound or isomer, or a pharmaceutically acceptable salt of said compound, isomer or prodrug, as described above, and 
a pharmaceutically acceptable vehide, canrier or diluent, in a first unit dosage form; a second compound, sakJ second 
compound being an anorectic agent or a lipase inhibitor, and a pharmaceuticaRy acceptat>le vehide. carrier or diluent, 

35 in a second unit dosage form; and a contairter. 

[0087] In arwther asped, the present invention provkles kits for the treatment of a condition seieded from the group 
consisting of obesity, ovenveight condition, hypertipidemia, thyroid disease, hypothyroidism, thyroid cancer, diabetes 
meOituSi atherosderosKS, hypertension, coronary heart disease, hyperdholesteremta. depressfon, qstecHforosis, cardiac 
antiythmias. glaucoma and congestive heart failure whk:h comprises: 

40 

a first compound, said first compound being a cwnpouhd of Formula I, an isomer thereof, a prodrug of saW corn- 
pound or Isomer, or a pharmaceuticaHy acceptable salt of said compound, isomer or prodrug and a pharmaceutic 
caHy acceptable carrier, vetude or diluent, in a first unit dosage form; 

a second compound, sakl second compound being useful for the treatmerrt of a condition seieded from the group 
45 consisting of obesity, oveiweight condition, hyperiipkJemia. thyrokl disease, hypothyroidism, thyrmd cancer, <Siatoe- 
tes meQitus. atherosclerosis, hypertension, coronary heart disease, hypercholesteremia, depression, osteoporosis. 
. cardiac afrliythiiuas.glaucoipa arid congestive heart faihff^ 
diluent in a secorid unft dosage form; and 

a container for contatn'mg sakl first and second dosage forms; whereiri ttie amounts of sakl first and second com- 
50 pounds result in a therapeutic effect 

[0088] In another aspect, ttie present invention provkles metiKxIs of treating a condition seieded from tiie group 
consisting of obesity^ ovenveight condition, hypertipidemia, ttiyroki disease, hypottiyroklism, thyroi0 cancer, diabetes 
meUitus. atherosclerosis, hypertensfon. coronary heart disease, hypercholesteremia, depressfon, osteoporosis, cardiac 
55 antiythmias, glaucoma and congestive heart failure in a manrunal viliich comprises administering to sakl manunal a 
theiapeufically effective amount of a compound <rf Formula I. an Isomer ttiereof. a prodrug of said compound or isomer, 
or a ptiarmaceuticaBy acceptatde salt of sakl compound, isomer or prodrug, in combination wittt at least one addSfonal 
compound useful for treating a conditfon seieded ft-om the group consistkig of obesity, overweight conditioii, "fiyperlipi- 
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demia, Ihyroid disease, hypothyroidism, thyroid cancer, diabetes mellitus, atherosclerosis, hypertension, coronary heart 
disease, hypercholesteremia, depression, osteoporosis, cardiac arrhythmias, glaucoma and congestive heart failure. 
[0089] In another aspect, the present invention provides pharmaceutical compositions comprising an amount of a 
compound of Formula I. an isomer thereof, a prodrug of said compound <x isomer, or a pharmaceuticatly acceptable 

5 salt of said compound, isomer or prodrug; at least one additional compound useful for treating a condition selected from 
the group consisting of obesity, overweight condition, hyperlipidemia. thyroid disease, hypothyroidism, thyroid cancer, 
diabetes melStus. atherosclerosis, hypertension, coronary heart disease, hypercholesteremia, depression, osteoporo- 
sis, cardiac arrtiythmias. glaucoma and congestive heart failure in a mammal; and a pharmaceutically acceptat)le car- 
rier, vehicle or diluent 

10 . . 

DETAILED DESCRIPTION OF THE INVENTION 

[0090] Unless pthenwise noted, throughout this document ^'C is degrees Centigrade; % is percent; Catc. is calcu- 
lated data; cm is centimeter. OEB is diethyl ether QME is dimethyl ethen OMF is dimethylformamkle; DMSO is dimeth- 

15 ylsulfoxide; DTT is dithiothreitol; EtOAc is ethyl acetate; EtOH is ethanol; Found is found data; g is gram or grams; h is 
hour or hours; kg is kUogram or kik>grams; KOH is potassium hydroxide; L is liter or liters; M is molar (concentration); 
MeOH is methanol; mg is milFigram or nrulDgrams; min is minute or minutes; mL is milli&ter or miUtliters; mm is miflimole 
or millimoles; mM is millimolar (concentratkm); MS is mass spectrum; N is normal (concentration); NaOH is sodium 
hydroxide; nM fe nanomolar (concentration); NMR is proton nuclear magentic resonance spectrum; psi is poufKls per 

20 square inch; RT is room temperature; TEA is triethylamine; TFA is trifluoroacetic add; THF is tetrahydrbfiiran; fig is 
microgram or microgranis; and |iL is microliter or microliters. 
[0091] As disck»sed herein, a conripound within the scope of Formula ish^ 

active forms of such compounds, including, for example, the free form thereof, e.g.. the free acid or base form and also, 
all prodrugs, polymorphs, hydrates, solvates, stereoisomers, e.g.. diastereomers and enaritidmers, and the Bke. and.all 
25 pharmaceuticaHy acceptat)le salts as descril)ed above. It will also be appreciated that suitable active metatx>lites of 
compounds within the scope of Formula I. in any suitat)le form, are also included herein. 

[0092] More specifically, certain compounds suitable for use in the present invention such as. for example, certain 
compouTKis of Formula I may have asymnoetric centers and therefore exist in different enantiomeric forms. All suitat>le 
optical isonr>ers. geometric isomers afKl stereoisomers of such compounds, and mixtures thereof, are considered to l>e 
30 within the scope of the invention. With respect to such compourKis. the present invention includes the use of a race- 
mate, a single enantiomeric form, a single diastereomeric Iwtn, or mixtures thereof, as suitatrfe. Moreover, such com- 
pounds may exist in several tautomeric forms. Including the end form, the keto form and mixtures tftereof. All such 
tautomeric forms and mixtures thereof are incfajded within the scope of the present invention. 

[0093] In addition, those skilled in the art will easily recognize that physiologically active compounds which have 

35 aocessit>le hydroxy groups are frequently administered in the form of pharmaceutfoally acceptable esters. The com- 
pounds of this invention can be administered as esters, formed on the hydroxy groups. While the mechanism t%as not 
yet been Inves^ated and not wishing to be bound by theory, it is believed that such esters are metabolically cleaved in 
the txxJy. and that the actual drug is the hydroxy compound itself. It is possftile, as has fong l>een knowfi in ptiarmaceu- 
tical chemistry, to adjust the rate or duration of action of the compound by suitable chofoes of ester groups. 

40 [0094] The subject invention also includes isolopicaliy-tabeHed compounds, wtuch are idenfical to those redled m 
Fomrula I. but for the fact that one or more atoms are replaced by an atom having an atorhic mass or mass number dif- 
ferent from the atomic mass or mass numt>er usually found in nature. Examples of isotopes that can be mddrporaXed 
into compounds of the invention include isotopes of hydrogen, carbon, nitrogen, oxygen, phosphorous, fluorine and 
chtorihe. such as ^H. ^H. ^^C, '^C. ^®0, ^^O, ^^P. ^S. and ^ respectively. Compounds of the present 

45 inventioa prodmgs theieot and pharmaceuticany acceptable salts of saki compotMids or of sakf prodrugs ykhkh con- 
tain tt)e aforementioned isotopes and/or a^er isotopes of other atoms are within the scope of this inventiori. Certain tso- 
to(McaIly4al>elled compounds of the present invention, for example those oito wtuch ladfoactive isotopes such as ^ and 
^^C are incorporated, are useful in drug and/or substrate tissue distributfon assays. Tritiated. i.e.. ^H, and carbon-14. 
i.e.. ^'^C. isotopes are particularly preferred for theff ease of preparatfon and detectabi&ty; Further, substitution vidlh 

so heavier isotopes such as deuterium. Le., ^H, can afford certain therapeutk: advantages resulting from greater metatxrfic 
stabPity. for example increased in vivo half-life or reduced dosage requirements and, lience. niay be preferred in some 
circumstances. lsotoptcally-lat>elled compourKis of Formula I of this invention and prodrugs thereof can generally be 
prepared by carrying out the procedures discfosed in tfie Schemes andfor m the Examples b^aw, by sut>stituting a 
readOy availat^ tsotoptcaOy-labelled reagent for a non-isotof»caI}y labelled reagentl 

55 [0095] Those skilled m the art wSI und&stand from this discfosure how to prepare the compounds of the present 
invention using any suitable known mettrad. Moreover, the reaction Schemes of the present description ilhistrate the 
prepaiation of the compounds of the present invention and. unless otherwise indicated, the variables in the rd^rcObn 
Schemes are as descrit)ed above. In additfon, the Examples provided herein further ilhistrate ttie preparation of the 
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compounds of the present invention. 

{0096] The starting materials for each synthetic Scheme and Example provided t>y this description are either com- 
merdally available or are prepared according to methods known to those skilled in the art such as described, for exam- 
ple, in the folfowing references: M.W. Miller et al.. J.Med.Cbem. 1981. 24. 1337-1342. preferably the procedures as 
5 described in Scheme III at pages 1339-1340; and M.W. Miller et al.. J^ed,Chem. 1979. 22. 1483*1487. whk:h are 
hereby incorporated by reference herein. 

[0097] More specifically, those skilled in the art wiD understand based upon these references and upon the present 
disdosure how to prepare the intemnediates m the fbHowing schemes, wherein W is. for examplie, oxygen or -(S02)m 
and the other variat)les are as descnbed at>ove. It is parficularty preferred that W is oxyg^. intermediates in the folfow^ 

10 ing schemes, wherein W is. for example. -C(0>- and the ottier VE»iat)le$ are as descrit)ed alx>ve. can tie prepared 
according to literature procedures, such as those descnbed atxive, e.g., Canadian Patent Nos. 979457 and 992538 and 
R.D. CarroH et al.. J.Med.Chem. 1983. 26, 96-100. Intermediates in the following schemes, wherein W is, for example. 
-CH2-. -CHF-. •CF2- or -CH(OH)- and the other variables are as descrfoed above, can t>e prepared from the intermedi- 
ates, wherein W is -C(0>- and the other variables are as described above, according to procedures known in the art. 

15 Intermediates in ttie folfowing schemes, wherein W is. for example, -NR^- and the other variables are as descnlied 
at>ove, can t>e prepared according to literature procedures, such as those descnt>ed atx>ve. e.g.. Canadian Patent Nos. 
979457 and 992538. Intermediates in the following schemes, wherein W is. for example, -HC=CH- and the other vari- 
at)les are as descrilied atx)ve. can be prepared t>y procedures analogous to ttiose descrit>ed in the literature, such as 
in Dale et a!.. J.Amer.Chem.ScfcA959, 81, 2143-2145. 

20 [0098] it should be understood that the following Schemes are provided solely for the purposes of iflustratkm and 
do not limit the invention whk:h defined by the daims. 
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Scheme A 

[0099] The compound of Fomnila A-1 is formylated by reacting it with hexamethyienetetramine at about 65 *C in a 
so suitable addtc feagent. such as, for example. TFA, to give the compound of Formula A-2. The compound of Formula A- 
2 is demethylated using a suitable bofon trihalkie. such as Iwron trichkMide or t>oron tribromtde. in a suitable organic 
solvent, such as 1^-dichloroethane or dichloromethane, to give the compound of Formula A-3. The aldehyde of For- 
mula A-3 is oxidized to give 0ie carboxytic add of Formula A-4. usmg methods weB known in the art. for example. Jones 
oxidafion. Preferred oxidation methods include Jones oxidation (chromic acid/aqueous sulfuric add) and those employ- 
55 ing sodimi hypochkMite (NaOO, t-tnitanol in THF). 

[0100] The carboxyfic add <rf Formula A-4 is converted to the cartxjxamide compound of Formula A-5 accor<£ng to 
methods known in the art For example, empksyment of an add chforide or anhydride (symmetrical or mixedyof^e 
compound of Formula A-4 with a primary amine of Formula R^NH2 in a suitable dried aprotic solvent, such as, for 
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example, cfichloromethane. THF. DME or DEE, in the presence of a base, such as TEA, dimethylaminopyridine (DMAP) 
or pyridine, gives the compound of Formula A-5. Also, the cartwxylic add of Formula A-4 is converted to the carboxa- 
mide compound of Formula A-6 according to methods known in the art For example, the cdrt>oxylic add of Formula A- 
4 is reacted with N-hydroxysucdnimtde and dicydohexylcartx>diimide in a suitable solvent, such as 1^-dimethox- 

5 yethane. and a secondary amine of Formula R^^R^H whh a suitatrfe base, such as triethytamine, in a suitable sol- 
vent such as dtmetftpxyethane to give the cart)oxdmide of F(»inula A-^. Alternatively, an acid chloride or anhydride 
(symmetncal or mixed) of the cartxjxyiic add of Formula A-4 us reacted with a secondary amine of Formula R^^^NH 
in a suitable solvent in the presence of a suitable base, as described above, to give tfie cartxixamide of Formula A-^. 
[0101] The aldehyde of Formula A-3 is converted to the aminomethyl derivatives of Formula A-7 and A-8 by meth- 

10 ods known in the art A preferred method utilizes reductive amination, which us accomp>lished by the reaction of the 
aldehyde of Formula A-3 with a primary amine of Formula R^®NH2 or a secondary amine of Fcwmula R^^R^^NH and a 
reducing agent in a suitakde solvent to give the compounds of Fbrnuila A-7 and A-8, respectively. This reaction is pref- 
eratily performed in the presence of 3A molecular sieves. Preferred redudng agents are sodium cyanotxxohydride. 
so<fium triacetoxyborohydnde and sodium borohydrtde. Prefened organic solvents include EtOH. MeOH and 1.2- 

15 dichloroetfiane. 

[0102] Aftematfvely, the compound of Formula A-^ can t>e prepared from the compound of Formula A-7 by reduc- 
tive alkylatkm. For example, treatment of the compound of Formula A-7 with an aldehyde and a redudng agent in the 
presence of SA molecular sieves in a suitat>le organk: solvent, such as methanol, ethanol and 1,2-dk:hk>roethane. Pre- 
ferred reducing agents are sodium cyanoborohydride, sodium triacetoxyt)orohydnde and sodium borohydride. 

20 

Scheme B 
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SctiemeB 

[0103] The compound of Formula B-1 as converted to the nitro compound of Formula B-2 using nitric add in acetic 
ackJ. The hydrogen on the nitrogen of the S-aza-uradl ring is protected l>y reacting it with sodium hydride and 2-<tri- 
methyisilyl)ethoxymethyi chloride (SEM) In DMF This compound is then reduced to the corresponding aniline of For- 
mda B-3 by. for example, catalytic hydrogenation (panadium/cart>on catalyst in ethyl acetate) or chemical reduction wfth 
zinc dust or tin (II) chloride. The aniline of Formula B-3 is used as the starting material in Schemes 8-1 through B-5. 

SchemeE^I 
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Scheme B-1 

[01 (Ml The compound of Formula B-3 is converted to the Compounds of f=ormula B-4 and B-5 wherein ^ arnJ R^* 
are as defined above by methods known in the art. A preferred method utifizes reductive aminalion. which is accom- 

5 plished by the reaction of a suitable aldehyde or a suitable ketone with a compound of Formula B-3 and a redudng 
agent in a suitatrfe solvent to give the compound of Formula B-4. This reaction is preferably performed in the presence 
of 3A molecular sieves. Preferred redudng agents are sodium cyanotxsrohydride. sodium triacetoxyt)orohydride and 
socfium borohydrkie. Preferred orgaruc solvents ihdude EtOH. MeOH and 1 .2-drichloroethane. Ucewise. tfie compound 
of Formula &4 is converted to the compound of Fmnula B-5 by reductive amination u^ng the oonditfons described 

10 atxive. 

(0105] The compound of Formula B-4 is demethylated and deprotected using a suitaUe boron trihalide, such as 
boron trichloride or boron tnbromide. in a suitable, organic solvent such as 1,2-dichloroethane or 1 ^-dk:hloromethane. 
to give the compound of Formula B-7. Likewise, the compound of Formula B-5 is demethylated and deprotected using 
stmilar conditions to give the compound of Ft>rmula B-6. 

15 



55 
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Scheme E^2 

(01 Oq The compound of Fomwia B-3 is acylated wilh carfxMiyl chlonde (add chloride) in the presence of a suitable 
55 base, such as triethytarrane (TEA) or N,M-<15sopropylethylamine. to give the compound of f=ormuia B-8, The compound 
of Formula B-6 is alkylated to give the compound of Formula B-9 wherein R^® is. for example, afkyf. usmg a suitable 
aflcytating agent such as, for example, an alkyi halkle. under conditk>ns known in the art and as descrit>ed aboverFbr 
example, a preferred alkylation method uses a suitable alkylating agent, such as. lor example, an alkyt halide. in the 
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presence of a suitable base, such as, for example, potassium carbonate, sodium hydride, potassium t-butoxide. NaOH 
or KOH. in a suitable organic solvent, such as. for example, acetone, THF. DMSO. 2-propanot or an aqueous MeOH 
solution. 

[0107] The compound of Formula B-9 is demethylaled and deprotected using a suitat)!e tKWon trihalide, such as 
boron trichloride or boron tribromkie. m a suitable organic solvent such as 1 .2-dichloroethane or 1,2-dichloromethane. 
to give the compound of Formula B-10. Likewise, the compound of Formula B-8 is dem^hylated and deprotected usmg 
similar conditions to give the compound of Formula B-1 1 . 

Scheme B^a 
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Scheme B-3 

[01081 The compound of Formula B-3 is reacted with R^^NCO and a base such as triethylamine or N. N-dusopro- 
pyiethytamine in methylene chloride to give the urea compound of Formula B-12. The compound of Formula B-12 is 
alkylated to give the compound of Formula 8-13 using a suitable alkylating agent such as, for exaR^^ie. an attcyl halide. 
under condrtrons known in the art and as described alxive. 

[0109] The compound of Formula B-1 3 is demethylated and deprotected using a suitable boron trihalide. such as 
boron trichkMide or ttoron tribromtde. in a suitable organte solvent such as 1,2-<rtchk>roethdne or l^-dichkaromethane. 
to give the compound of Formula B-14. likewise, the compound of Formula B-12 is demethylated and deprotected 
using similar conditions to give the compound of Formula B-15. 



Scheme B-4 
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Scheme B>4 

[0110] The compound <rf Formula B-3 is sulfonylated with a sulfonyl chloiide in the presence of a suftat)le base, 
such as triethylamine (TEA) or N^N-dfisopropytethylamine. to give the compound of Formula B-16. The compound of 

5 Formula B-16 is alkylated to give the compound of Formula B-17 uskig a suttal>le alkylating agent such as. for example, 
an aOcyl hatide, under conditkins known in the art and as descnt>ed at>ove. The compound of Formula B-17 is demeth- 
ylated and deproteded using a suitalrfe txjron trihafide. such as boron trichloride or boron tn*bromide. in a suitable 
organic solvent such as 1.2-dichtoroethane or dk:t)lor(Mnethane. to give the compound of Formula B-18. Lflcewise, the 
compound of Fbnmula 6-16 is demethylated and deprotected usmg similar conditkms to give the compound of Fbrnuilar 

10 B-19. 

Scheme B-5 




EP1 088 819 A2 



Scheme B-5 

£0111] . The compound of Formula B-3 is reacted with R^-OC(0)a wherein R** is. for example, alkyf or aryl. in the 
presence of a suitable t>ase. such as trietfiylamtne (TEA) or N.N-diisopropyletfiylamine. to give the compound of For- 
5 HMjIa B-2(L The compound of Formida B-20 is alkylated to give the compound of Fornmila B-21, wherein R^® is. for 
example^ aikyt, using a suitat>le alkylating agent such as. for example, an alkyi halide. under conditions known in the art 
and as described above. 

{0112] The compound of l=ormula B-21 is demethylated and deprotected using a su'rtat>le tx>ron trfliaikle, such as 
boron trichtoride or t>oron tnt>romide. in a suitat>le organk: solvent such as 1.2-dichloroethane or dk:hforomethdne. to 
10 give the compound of Formula B-22. Likewise, the compound of Formula B-20 is demethylated and deprotected using 
similar conditions to give the compound of Formula B-23. 

Scheme C 




55 SchemeC 

[0113] The compound of Formula C-1 is reacted with chiorosuffonic add at 0**C to room temperature to obtaiffffie 
chforosuKonylated compound of Formula 02. The compound of Formula C-2 is reacted with a primary amine of For- 
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mula R^NH2 in a suitable solvent, such as. for example, dichloronnethane, THF. MeOH, EtOH or acetonitrile. in the 
presence of a suitat>}e base, such as, for exannple. TEA or ditsopropytethytamtne, to give the compound of Formula C- 
3- Likewse. the compound of Formula C-2 is reacted with a secondary amine of Formula R^R^^NH under similar con- 
ditions to give the compound of Fornrujia OA. 
5 [01 14] The compound of Formula C-3 is demetfiylated using a suitable boron trihalide. such as t)oron trichloride or 
boron tribromide. in a suitable organic solvent, such as 1,2-dtchioroethane or dichloromethane, to give the compound 
of Formula C-6. Likewise, the compound of Formula C-4 is demethylated using similar conditions to give the compound 
of Formula 05. 

[0115] Altematfvety, the compound of Formula C-1 is converted directly to the compound of Formula C-5 by. 
10 demethytating it and then reacting it with chlorosuUonic aa6 and a secondary amine, as descnl)ed above. 

Scheme p 

15 




SchemeD 

{0116] The compound of Formula D-1 is reacted with aryisulibntc add, wtierein the aryi is optiohalty sut>stituted 
55 with X and Y, which are groups independently selected from the Group Z, as defined above, in tfie presence of a dehy> 
drating agent, prelerat^ ^2^5 ^ methanesutfionk: ackJ or polyphosphaic ackJ. at an elevated temperature to give the 
compound of Formula D-2- This compound of Formula 0-2 is demethylated using a suitatite boron trihaBdg^sych as 
bofon trichk)rkie or boron tnbromkSe. in a suitable ofgank: solvent such as 1.2-dk:fik)roethane or dkiUoromefhane. to 



give the compound of Formula 0-3. 
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Scheme 0-1 

50 [01 17] The compound of RMmula D-1 as reacted with cfiiorosuifonic acid to give the chiorosulfonated compound of 
Formula CM. The compound of Formula CM is reduced to ttie sutfinic add of Formula D-5 using a suitat>le reducing 
agent, such as sodium sulfite in the presence of a base such as sodium tNcartxmate or sodium tiydroxide. Treatment of 
the sulfinic acid of Formula D-5 wfth an alkyi ha&te in the presence of a base such as. for example, NaOH. KOH, potas- 
sium t-butoxide. sodium hydride or sodium methoxide. arwl then d^e%ldtion using standard methods known in the 

55 an and as described atxyve, provides the sulforie of Formula wtierem R^^ is. for example, alkyl. 
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Scheme E 
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Scheme E 

45 

C0118J The compound of Formula E-1 is reacted with a cartrnxytk: add in conjunction with phosphorus pentoxide 
and methanesulfonic add or polyphosphoric add at elevated temperatires. It is then demethylated using standards 
methods known tn the art and as descrit)ed alxjve to provide ttie con^jound of Formula E-2. 

[0119] The compound of Formula E-2 is reacted with R^^gX. wherein X is halo, or R^\i in an aprotic solvent, 
so such as dichloromethane or THF, to afftjrd the alcohol of Formula E-3. The sEtcohol of Formula E-3 is reacted with a 
reducing agent, for example. triethylsHane in the presence of an add. for example, trifluoroacetic add at 0 *C to 25 *C 
to give the compound of Formula E-6. 

[0120] The compound of Formula E-2 is reacted with sodium twohydride in methanol to give the alcohol of For- 
mula E-4. The compound of Formula E-2 is reacted with triethylsilane in tritluoracetic add to give the compound of For- 
55 mula E-5. Ucewise. the compound of Formula E-4 is converted to the compound of Formula E-5 uang sinrnlar 
conditions. 

[0121] Schemes F and G descrit)e the preparation of a compound of Formula I wherein is located at ttiai' .ppsir 
tion and is located at the 2' posttion. and R^ and R^ are taken together with the phenyl ring to form, for example, an 
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indanyl or tetrahydronaphthatyl. Further. Scheme H describes the preparation of a compound of Formula I wherein R'* 
is located at the 3* position and R* is located at the 4' position and R* and R^ are taken together to form, for example, 
a pyiTolyt. The pyaotyl ring taken together with tlie phenyl ring forms an 'mdolyl. 

SchemeF 




F-l 




F-2 



F-3 



F-4 



F^ " 
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Scheme F 

[0122] The compounds of Formula F-1 through F-4 are prepared according to procedures analogous to those 
described at>ove in accordance with well known methods in the art For example, the compound of Formula F-1. which 
5 is prepared according to fiterature procedures, is coupled to the compound of Formula F-2 using potassium t-butoxide 
in DMSO at 60-80 X to give the compound of Formula F-3. Alternatively, this coupling is achieved using potassium car- 
t)onate and n^ettiyett^etone at refluxing temperature. 

[0123] The compound of Formula F-3 is reduced to the corresponding aniline compound of Foanula F-4 using, for 
example, catalytic hydiogenation (palladium/caftion catalyst in ethyl acetate). The aniline of Formula F-4 is converted 
fo to the corresponding e>aza*uracil compound of Formula F-5 using fiterature procedures, such as in MW. Miller et al.. 
J.Med.Chem, 1981. 24. 1337-1342. as descrftied alxwe. 

[0124] In Scheme F. T competes, as discussed at>ove where and are taken together, a cartx)cycBc ring A of 
the Formula '{CH2)tr or a heterocyclic ring A selected from the group consisting of -CKCH2)c- and -(CH2)|-Q-(CH2)k- 
wherein b. Q. c. j and k are as descrit>ed above, and wherein sakf cartxx^ydk: ring A and sakl heterocydk: ring A are 
IS each independently optionally substituted with one or more substituents independently selected from, for example. - 
(Ci-C4)alkyi. halogen or oxo. as also descrit)ed above. 



55 
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Scheme G 
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[0125] Treatment of the compounds of Formula G-1 and G-2 with a strong base such as. for ecampie. Sthium hex- 
amethyldisflizane. lithium dnsoprof^mide or potassium t-t)utoxide and a suHat)te aWcyi haltde in an aprotic solvent, for 
55 example^ THF, affords the bis-alkytated intermediate of Formula G-3. This process is carried out in a stepwise manner 
wheie R^^ and »e different and ina smgle reacfion flask where R^^ and R^^ are »ie same, 
[0126] One of the methyl ethers present in the compound of f=ormula G-3 is selectively deprotected by xM^ng 
kxvon trichloride or afumtnum chloride in an aprotic solvent, for examfrie. dichloromethane or toluene, to give the major 
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product of Formula G-4. 

[01 27] Reduction of the ketone functionality present in the compound of Formula G-4 is accomplished by treatment 
with a hydrosilane. preferat)ly, triethylsilane. in the presence of an add, for example, methanesulfonic add or TFA. with 
or without a solvent present. Solvents are either protic or aprotic. with dichloromethane being preferred. Those skilled 
in the art will understand from the present disclosure how to convert the resultant reduced compounds to the target 6- 
azaruraca derivatives of the present invention, as descril>ed above. In Scheme G. T is as descnt>ed above for Scheme F, 

Scheme H 
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Scheme H 

(01 28) The indole of Formula H-3, wherein R** is, for example, hydrogen or alkyi, ts prepared by coupling the 5^ 
hydroxy indole of Formula H-1. which is commerctany available or which can be prepared by methods known in the art. 
5 with the 4-iodonitrobenzene of Formula H-2 at about 125X in the presence of potassium carbonate for about 3 h. The 
compound of Formula H-3 is reduced to the conresponding aniTine compound of Formula H-4 using, for example, cata- 
lytic hydrogenation (patladiunr^carbon catalyst in ethanol). The aniline of Formula H-4 is converted to the coaespondkig 
6^aza-uradl compourid of Formula H-6 using literature procedures, as descnl>ed above. 
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Scheme i-continued 
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Scheme I 

(01291 The compounds of Scheme I are prepared acoording to procedures analogous to those described above in 
45 accordance with well known methods in the art For example, 4-methOKyphenol of Formula 1-2 is coupled to the cono- 
pound of Formula 1-1 using potassiuiii t^toxide in OMSO at 80-100 *C to give the compound of Formula 1-3. 
[0130] The compound of Formula 1-3 is brominated to give the compound of Formula 1-4 using, for example. N-bro- 
mosucdntmtde and tnfluoroacettc add in chloroform at reflux. The compound of Formula M is reduced to the corre- 
sponding aniline compound of Formula 1-5 using, for example, catalytic hydrogenation (paDadium/carbon catalyst in 
so ethyl acetate). The anSine <rf Formula 1-5 is diazotized using, for example, sodium nitrite in hydrochloric add at 0 *C, and 
the resulting diazonium salt is treated with ethylcyanoacetylurethane in pyridine to afford the compound of Formula 1-6. 
(01311 The compound of Formula 1-6 is cycfized to give the compound of Formula 1-7 using potassium acetate/ace- 
tic add at elevated temperature. The resulting cyano compound of Formula 1-7 is converted to the carboxy con^xniml 
of Formula 1-8 using hydrochloric actd/acelic add at elevated temperature. The carboxy compound of Formula 1-8 is 
55 decart>oxylated using, for example, thioacetic add at elevated temperature to give the compound of Formula 1-9. The 
compound of Formula 1-9 is demethylated using a suitable boron tnliafide. such as boron trichloride or boron trftKomide, 
in a suitable organic solvent such as 1 ^-dichloroethane or dichloromethane. to give the compound Formula .yQ..^, 
(0132] To each atcohoi of Formula R^OH in a suitable solvent is added sequentiaBy solutions of the compound of 



EP1088 819 A2 



Fonnuta 1-8. 1 ,3-dfisopropylcarbodHmide (DIC). and 4-d?methylafninopyridine (DMAP), to give the esters of Formula I- 
1 1 . wtierein is as defined atx>ve. A suitable solvent is, for example. DMF. 

[0133] To each amine of Formula HNR^^R^^ in a suitable solvent is added sequentially solutions of the connpound 
of Formula 1-8, N-methylmorphofine (NMM) and ObenzotriazoH-y»-N.N,N*.N*-tetfamethyluronium hexafluorophos- 
5 phate (HBTU) to give the amides of Formula 1-1 2 wherein and R" are as defined above. A suitable solvent is. for 
example. 10% DMF/DCE. 

[0134] The compounds of Formula 1-1 1 and 1-12 are demethylated u^ng a suitable boron trihalide. such as boron 
trichloride or boron tribromide. in a suitable organic solvent such as 1.2-dichloroethane or dichloromethane. to give the 
corresponding compounds of Formula 1-13 and 1-14, respectively. 

10 

Scheme J 




Scheme J 

55 

[0135] Scheme J shows an alternative scheme for making the demethylated amides of Formula f-14 in Sctieme I. 
The compound of Formula J-1, which is prepared as tfie compound of Formula t-8 in Scheme I. is danethylated u^ng 
a suitable boron tr^alide. such as boron trichloride or boron Mxromide. m a surlatde organic solvent such as 1 .2-dtchk>- 
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roethane or dichloromethane. to give the compound of Formula J-2. 

[01361 To each amine of Formula HNR^^R^ ^ in a suitable solvent is added sequentially solutions of the compound 
of Formula J-2, HBTU and Hunigs base (N.N-diisopropyiethylamine) to give the amides of Formula J-3. A suitable sol- 
vent is. for example. OMF. 

Scheme K 
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SchemeK 

5 [0137] Scheme K shows an attemative method for making Ihe compounds of formula 1-10 in Scheme I. The com- 
pound of Formula K-1. which is the compound of Formula A-1 in Scheme A. is brominated using conditions known in 
the art, such as N-l)romosuccinimide and liilluorbacetic add. in a suitable organic solvent, such as chloroform, to obtain 
the compound of Formula The conqxMjnd of Formula K-2 is demethylated using a suitable boron trihaOde. such as 
boron trichloride or boron tribromlde. in a suitable organic soh^t such as 1,2-dichtoroethane or dk:hloromethane. to 

10 give the compound of Formula K-3 (1-10). The compound of Formula K-2 is protected by reacting it with, for example, 
sodium hydride. SEM chloride, and tetra-n-butyiammonium iodide in DMF to afford the compound of Formula K-4. This 
compound is coupled to an organoboronlc add. such as phenylboronic add, in the presence of a palladium ^tatyst, 
such as tetrakis(triphenylphosphine)palladium(0) and a base, such as aqueous sodium carbonate, in a suitable organic 
solvent such as DMF or 1,2-dichtoroethane. to afford the compound of Formula K-5, wherein Ar represents an aryl 

15 group. 

(0138] The compound of Formula K-5 is demethylated and deprotected using a suitable boron trihatide, such as 
boron trichkMide or boron tribromide. in a suitable organic solvent such as 1,2-dichtoroethane or dtohtoromethane. to 
give the compound of Formula K-6. wherein Ar represents an aryl group. 
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Scheme L 
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Scheme L 

[0139] The benzyl ether of Formula L-1 is converted to the phenol of Formula L-2 by debenzylation. Treatment of 
the benzyl ether of Formula L-1 with thioanisote in TFA at ambient temperature affords the phenol of Formula L*2. Con- 

5 version of the phenol of Formula L-2 to the phenyl ether of Formula L-3 is accomplished by coupling the phenol of For- 
mula L-2 with aryliodonium tetrafluoroborate and copper bronze in the pres^ce of triethyl amine in dtchloromethane or 
coupfing the phenol of Formula L-2 with arylboronic acid and copper (11) acetate in the presence of a suitable base such 
as. for example. TEA, pyridme. or a nvxture of TEA and pyridine. Conversion of the phenyl ether of Formula L-3 to the 
compound of Formula L-4 is accomplished by demethylation according to procedures analogous to those described 

10 .above. The moieties X and Y are groups independently selected from the Group Z. which is as defined above. 



55 
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Scheme M 
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Scheme M - continued 
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SctiemeM 

[0140] The methyl ether of Formula M-1 snd the ph«iol of Formula M-2 are prepared as described m Scheme A. 
spectficaUy. they are prepared as the compounds of Fonraila A-2 and A-3. respectively, in Scheme A. The phenol of Fdr- 
45 mula M-2 is protected as the Irimethylsaylethoxymethyl ether of Forrmila M-3 by treatment with a strong base such as. 
for example, sodium hydride or potasskim t-butoxide in an aprofic soh^ent. e.g.. THF. followed by treatment with trimeth- 
yisOylethoxymethyl chloride f SEMCr)- 

10141} Treatment of the aldehyde of Formula M-3 with a reducing agent such as. for example, diisobutytalumtnum 
hydride fDIBALKT) in an aprotic solvent, e.g., dichloromethane or THF affords the alcohol of Formula M-4. Reaction of 

50 the alcohol of Formula M-4 with a suitable phenol uUTizIng an azodicaitx^nyl compound, e.g.. 1 . 1 '-{azodicarbonyOdipipe- 
ridlne or diethylazo^carboxylate. and a phos|tfiine such as. for example. tr^)henyl- or tributylphosphine. m an aptotic 
solvent, e.g.. THF or toluene, provides the ether of Formula M-5. Removal of the "SEM* protectmg group present in the 
compound of Formula hA-S under acidic conditions such as. for example. suKuric or mineral add in an alcc^ic solvent. 
e.g.. MeOH or EtOH. or aftematively. fluoride-medialed conditions (tetrabutylammonium fluoride/THF. f^drogen fluo- 

55 ride/acetortarile) affords the phenol of Formula M-6. 

[0142] In the preparation of the compounds of I=ormula I it is rioted that, as would be appreciated l)y those skilled 
in the art some of the methods useful for the preparation of such compounds, as discussed above, may require pr&fec- 
tion of a particular fiinctionarity. e.g.. to prevent 'nterference by such functionality in reactions at other sites within the 
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molecule or to preserve the integrity of such functionality. The need for. and type of, such protection is readily deter- 
mined by one skilled in the art and will vary depending on. for example, the nature of the functionality and the condi- 
tions of the selected preparation method. See. e.g., T.W. Greene. Protective Groups in Org anic Synthesis. John Wiley 
& Sons, New York. 1991. Suitat)le protecting groups for any particular functionality would include those which are not 
5 sut>stanttaily chemicaOy reactive under the reaction conditksns descrit>ed and which are removed without sut)$tantially 
chemicaOy altering other functionalities of any given intermediate of the compound of Formula I. or of the compound of 
Formula I itself- The protecting group can be removed as so desired in any given preparation method, e.g., in a subse- 
quent step. 

[0143] Some of the Formula I compounds of tfiis invention are acidic and they form a salt with a pharmaceutically 
10 acceptable cation. Some of the Formula i compounds of this invention are basic and they form a salt with a pharmaceu- 
tically acceptat>le anion. All such salts are within the scope of this invention and th^ can be prepared by conventional 
methods such as combining the actdk: aruJ t>asic entitles, usually in a stoichion>etrk: ratio, in either an aqueous, nonf- 
aqueous or partially aqueous medium, as appropriate. The salts are recovered either by filtratk^n. by precipitation with 
a non-solvent fottowed by filiation, by evaporation of the solvent, or. in the case <rf aqueous solutions, by lyophflization. 
15 as appropriate. The compounds are obtained in crystalline form according to procedures known in the art. such as by 
dissolution in an appropriate solvent(s) such as ethanol, hexanes or water/ethanot mixtures. 

(0144] The characteristics of patients at risk of having atherosclerosis are well known to those in the art and include 
patients who have a family history of cardwvascular disease, inchiding hypertension and atherosclerosis, obese 
patients, patients v^fho exerdse infrequently, patients with hypercholesterolemia, hyperlipidenua and/or hypertriglyceri- 

20 demia. patients having high levels of LDL or Lp(a), patients having low levels of HOL, and the like. 

{0145] Patients at risk of devetoping diat>etes include patients who have a family history of diabeti&s, obese patients, 
patients who exercise infrequently, patients who have polycystic ovary syndrome, impaired glucose tolerance or exhit>it 
insu&n resistance, and patients who have or have had gestational diabetes. The preferred type of diabetes to be treated 
by the compounds of the present invention is rwn-insuiin dependent diabetes mellitus. also known as Type II diat)etes 

25 or NIOOM. It is also noted that the complications associated with diabetes can be treated or prevented through the 
methods disclosed herein. 

[0146] In one aspect, the present invention concerns the treatment of dial>etes, including impaired glucose toler- 
ance, insufm resistance, insulin dependent diabetes mellitus (Type I) and non-insufin dependent diabetes mellitus 
(NIDOM or Type II). Also included in the treatment of diabetes are the diatiettc complk:a6ons. such as neuropatfiy. neph- 

30 ropathy. retinopathy or cataracts. 

[0147] Diabetes can be treated by administering to a patient having diabetes (Type I or Type II), insulin resistance, 
impaired glucose tolerance, or any of the diabetic complications such as neuropathy, nephropathy, retinopathy or cata- 
racts, a therapeutically effective aoKwint of a compound of the present inventkm. It is also contemplated that diat)etes 
be treated by administering a compound of the present inventfon afong with other agents that can be used to treat dia- 

35 t>etes. 

[0148] Representative agents that can t>e used to treat diat>etes in combination with a compound of the present 
inventk>n include insuHn and insulin anatogs (e.g' LysPro insulin); GLP-1 (7-37) Cinsulim^pin) and GLP-1 (7-36)-Nt^; 
sulfonylureas and anafogs: chkwpropamkle, gCtiendantide. tolbutamide, tolazamide, acetohexamkje. Gfypizide®. 
glimepiride. repaglintde. meglitinide; t>iguankies: metformin, pfienformin, twformin; a2-antagonists and imidazoTines: 

40 mkiagfizole, tsaglidole. derig&doie, idazoxan, efaroxan. fluparoxan; other insulin secretagogues: linogOride, A-4166; gli- 
tazones: ciglitazone. pfoglitazone. engfitazone. troglitazone. darglitazone. BFU.49653; fatty ackJ oxklation inNbitors: do- 
moxr. etomoxir. aT^lucoskJase inhibitors: acart>ose. migetol. emiglitate. vogfibose. MDL-25.637, camigltbose. MDL- 
73.945; p-agonists: BRL 35135, BRL 37344. RO 16^714. ICI 07114, CL 316.243; phosphodiesterase inhibitors: L- 
386,398; Epkl-kiwering agents: benfluorex; antk>besfty agents: fenfluramine; vanadate and vanadium complexes (e.g. 

45 NagGvan^ and peroxovanadium complexes; amySn antagoriists; glucagon antagonists; ghiconeogenesis inhibitors; 
scmatostatin anafogs; antilipotytk: agents: nkx)tirik: add. adpimox. WAG 994. Also contemplated to be used in comtM- 
nation with a compound of the present inventfon are pramlintide (symlin~), AC 2993 and nategftfikle. Any combination 
of agents can k>e administered as descr3>ed above. 

[0149] In addition, the compounds of the present invention can be used m combination %vith aktose reductase tnh- 
so bitfois. glycogen phosphorylase inha>itor5. sorbitol dehycfrogenase trihibitors, NHE-1 intiitNtors and glucocortkxMd 
receptor antagonists. 

[0150] The compounds of the present invention can be used in combinatfon with aldose reductase inhibitors. 
Aldose reductase inh3>itors constitute a dass of compounds that have l)ecome widely known for th«r utifity in prevent- 
ing and treating conditions arising from compficatfons of diabetes, such as diabetk: neuropathy and nephropathy. Such 
55 compounds are well known to those skflled in the art and are readOy klentified by starMlard bfofogtcal tests. For example, 
the aklose reductase inhibitors, zopolrestat, 1-phthalazineacetic add, 3.4-d&?ydro-4-oxo-3-[I5-{trif!uoromelhyl)-2-ben- 
zothiazotyl^thyl]-. and related compounds are described in U.S. patent 4,939.140 to Larson ei aL . 
[0151] Aldose reductase inha>itors have been taught for use in towering lipkl levels in mammals. See. for example. 
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U. S. Patent 4.492.706 to Kallai-Sanfacon and EP 0 310 931 A2 (Ethyl Corporation). 

[0152] U. S. Patent 5,064.830 to Going discloses the use of certain oxophthafazinyl acetic add aldose reductase 
inhibitors, including zopolrestat. for lowering of blood uric add levels. 

[0153] Commonly assigned U.S, Patent 5,391.551 discloses the use of certain aldose reductase inhibftors. includ- 
ing zopolrestat, for lowerir>g blood lipid levels in humans. The disclosure teaches that therapeutic utilities derive from 
the treatment of diseases caused by an irK:reased level of triglycerides in the blood, such diseases indude cardiovas- 
cular disorders such as thrombosis, arterioscterosis. myocardial infarction, and angina pectoris. A preferred aldose 
reductase inhibitor is 1-phthalaztneacetic add. 3,4-dihydro-4<lxo-3^I5-t^ifluoromethyl)-2-ben2Othia2oly0n^ also 
known as zopolrestat 

[0154] the terrn aldose reductase inhibitor refers to compounds that inhibit the bioconversion of glucose to sorbitol, 
which is catalyzed tiy the enzyme aldose reductase. Any aldose reductase inhibitor may k>e used in a combination with 
a compound of the present invention. Aldose redudase inhibition Is readily determined by those skilled in the art 
according to standard assays (J. Malone. Diabetes, 29:861-864 (1980). "Red Cell Sortwtol. an Indicator of Diabetic 
Contror)- A variety of aldose redudase inhibitors are descril)ed herein; however, other aldose reductase InhitHtors use- 
ful in the compositions and methods of this invention will be known to those skilled in the art 

[01 55] The activity of an akiose redudase inhibkor in a tissue can be determined by testing the amount of akJose 
reductase inhibitor that is required to tower tissue sorbitoi (i e., by inhibiting the further produdton of sorbitol consequent 
to (locking akiose reductase) or lower tissue fructose (by inhibiting the productk>n of sorbitol consequent to btocking 
aldose reductase and consequently the produdton of frudose). 

[01 sq Accordingly, addittonal exarnples of aldose reductase inhibitors useful in the composittons. combinations 
and metfiods of the present invention vidude: 

1. 3-(4-bromo-2-fluorobenzyl)-3.4-dihydro-4-oxo-1-phthalazineacetk: add (ponalrestat, US 4,251.528); 

2. Nn(5-trilluorDmethyl)-6-methoxy-1-naphthalenyOthtoxometl^N-methylgl^^ (tolrestat. US 4.600.724); 

3. 5-((Z,E)-p-fnethyldnnamylkJene]-4-oxo-2-thioxo-3-thiazolklenea^^^ add (epalrestat. US 4.464,382i US 
4.791.126, US 4.831.045); 

4. 3-(4-l)ron^2-fluorobenzyl)-7-dik>ro-3.4-dihydro-2.4-dioxo-1(2H)^uinazolineaceti^ add (zenarestat, US 
4.734.419, and 4,883,800); 

5. 2R,4R-6.7-<fichk)ro-4-hydroxy-2-rnethytohroman-4-acetk: add (US 4,883.410); 

6. 2l^4R-6.7-d«:htoro-6-fluoro-4-hydroxy-2-n;ietlvldiroman-^ add (US 4.883.410): 

7. 3,4-dihydro-2.8-diisopropyl-3-oxo-2H-1,4-l)enzoxazirie-4-acetk: add (US 4,771.050); 

8. 3,4Hlihydro-3-oxo-4-l(4.5.7-trifluoro-2-benzpthiazolyl)methylJ-2H-1,4-bera^ acid (SPR-210. 

as. 5,252.572); 

9- ^H3,5HJimethylHH(ni<«>nf»ett^)sulfonyOphenyl^2-n^^ (ZD5522. U.S. 5,270,342 and U.S. 

5,430,060); 

10. (S)-6-fluorospffc^diroman-4.4 -'imidazoBdine}-2,5'-<lk)^ (sort>inil. US 4,130,714); 
. 11. d-2-methyl-6-fiupro-spiro(chroman-4\4'-imkjazolkrine)-Z.5'^ (US 4,540.704); 
12. 2-fluoro-spiro(9H-fluorene-9.4Vimklazoridine)?,5'^^^ 4.438,272); 
13. 2.7-di-fluofO-S|Wo(9KMIuorene-9.4'-imfdazolidine)2*.5*-<Jk>ne (US 4.436.745. US 4.438.272); 
14. 2,7-<Ji-fiuoro-5-methoxy-spiro(9H-ftuorene-9.4'-imidazoMne (US 4,436,745. US 4.438,272); 

15. 7-fhJOn>-spifo(5H-indendI1,2-b]pyrkrine-5.3*-pyrrotidine)2,5'-^^ (US 4.436,745. US 4.438,272); 

16. d^ds^-chtoro-2*.3'-dihydro-Z^ttiyl-spiixK«^^ 
4.980,357): 

17. ^»rcHimkfazolktine-4,5'(6H)K?uinofine]2.5<fto^ 5.066.659); 

18. (2S,4S)-64hK)r<>-2".5'-dkJxospiro(chhMnan-4.4'^^ (US 5,447.946); and 

19. 2-[(4-bioino-2-fltiorophenyOmelhyll^uon>S|nR)ps^ (AFti- 
509. US 5.037.831). 



[01 57] Other aldose reductase inhibftors indude compounds having formula la bekiw 
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la 



and pharmaceutically acceptable salts and prodrugs thereof, wherein 

Z is O or S; ^ 

is hydroxy or a group capable of being removed in vivo to produce a compound of formula I wherein R is OH; 
and X and V are the same or different and are selected from hydrogen, trifluoromethyl, fluoro^ and chforo. 

[0158] A preien-ed subgroup within the above group of aldose reductase inhibitors includes numbered compounds 
1, 2. 3. 4, 5, 6. 9, 10. and 17, and the following compounds of Formula la: 

20. 3.4-dihydro-3-(5rlluorobenzothia2ol-2-ylmethyl)-4-oxophthalazin-^ add [R^=hydroxy; X=F: Y=H1; 

21. 3-(5.7-difluorobenzothia2ol-2-ylmethyl)-3.4-diliydro-4-oxophthalazi acid IR^=hydroxy; X^^Y^FJ; 
2? 3-{5-chlorobenzothiazol-2-ylmethyl)-3.4-dihydro-4-oxophthala2in-1-yIaceti^ add [R^=hydroxy; X=CI; Y=H1; 

23. 3-(5.7Kliditoroben20thia2ol-2-ylmethyl)-3.4-dihydro-4-oxophthal^^ add [R^^hydroxy; X=Y=CI1; 

24. 3,4-dihydio-4-oxo-3K5-trifluoromethylben2Oxazol-2-ylmethy0^ acid [R^^hydroxy; X=eF3 
Y=HJ; 

25. 3.4^ihydro-3^5-fluorobenzoxazol-2-ylmethyl)-4-oxophthalatin-1-yl-^ acid IR^=hydroxy; X=F; Y=H]; 

26. 3-<5.7KJifluorobenzoxa20$-2-ylnTethyl)-3.4-dihydro-4^xophthala2in^ add [R^=hydroxy: X=Y=F1: 

27. 3-(5-chlorobenzoxa2ol-2-ylmethyl)-3,4-dihydro-4-oxophthala2in-1-ylacetic acid |R^=hydroxy; X=K:I; Y=H1; 

28. 3-{5.7-<fichlorobenzaxa2ol-2-ylmethyl>-3,4-dihydro-4-oxophtha^ acid (R^=hydroxy; X=Y=CIJ; and 

29. zopolrestat; l-phthalazineacetic add, 3.4Klihydro-4-ox6-3-B5-(trinuofomethyl)-2-tenzothiazolyllmethylI- 
(R^=hydroxy; X=lrifluoromethyl; Y=H]- 

[0159] In compounds 20-23, and 29 Z is S. In compounds 24-28, Z is O. 

[0160] Of ttie atx>ve sut>gnH^, compounds 20-29 are more preferred with 29 especially prefenred. Procedures fix- 
making the aldose reducatase inhibitors of formula ia can be found in PCT publication number Wp 99/26659. 
[0161] The compounds of the present invention can also be used in combination with glucocorticdid receptor nwd- 
ulators. The glucocorticoid receptor (GR) is present in glucocorticoid responsive cells where it resides in the cytosol in 
an inactive state untfl it is stimulated by an agonist Upon stimulation the glucocorticoid receptor translocates to the cell 
nudeus where it spectficaOy interacts with ONA and/or proteiii(s) and regulates transcription in a gtuoocortiOMd respon- 
sive manner. Two examples of proteins that interact with the glucocorticoid receptor are the transcription fadors, API 
and NFk-B. Such interactions result in tnha>f6on of API- and NFic-B-mediated transcription and are believed to be 
responsible for the anti-inflammatory actiwty of endogenously administered glucocorticoids. In additibn. gkicocortkxjids 
may also exert physiologic effects independent of nudear transcription. BiologicaDy relevant giuoocorticoid receptor 
agonists indude Cortisol and corticosterone. Many synthetic glucocorticoid receptor agonists exist including dexameth- 
asme^ prednisone and prednisilone. By definition, gIucocorticc«d receptor antagonists bind to the red^rtor and prevent 
glucooorticoid receptor agonists from binding and efidting GR mediated events, including transcription. RU486 is an 
example of a norvselective glucocorticoid receptor antagonist GR modulators can be used in the treatment of dfeeases 
associated witti an excess or a deficiency of glucocorticoids in the body. As such. tf>ey may be used to treat tiie Mow- 
ing: obesity, diabetes, cardiovascular disease, hypertension. Syndrome X, depression, anxiety, gfaucoma; human 
immunodefidency virus (HIV) or acquffed immunodeficiency syndrorhe (AIDS), neurodegen^aticm (for example. 
Alzheimer's and Parkinson's), cognition enhancement Cushing s Syndrome. Addison's Disease, osteoporose. fraOty, 
inflammatory diseases (such as osteoarthritis, rheumatoid arthritis, asthma &n6 rhinitis), tests of adrenal furwrtion, viral 
infection, immuruxlefidency. immunomodulation, autoimmune diseases, allergies, wound heafing. compulsive l)ehav- 
ior. multiKlmg resistance, addiction, psychosis, anorexia, cachexia, post-traumatic stress syndrorne. post-sur^^l bone 
fracture, mecfical catabolism and prevention of musde fraftty. Examples of GR modulators ttiat can be used In domlM- 
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nation with a compound of the present invention indude compounds disdosed in commonly assigned U.S. patent appli- 
cation number 60/132.130. which is hereby incorporated by reference herein, 

{0162] The compounds of the present invention can also be used m combination with sofbitol dehydrogenase inhib- 
itors. Sorbitol dehydrogenase inhibitors lower frudose levels and have been used to treat or prevent diabetic compRca- 
5 tions such as neuropathy, retinopathy, nephropathy, cardiomyopathy, microangiopafhy. and macroangiopathy. U.S. 
Patent numt>ere 5.728 .704 and 5,866.578 disdose compounds and a method for treating or preventing diabetic compli- 
cations by inhibiting the enzyme sorbitd dehydrogenase. 

[0163] Moreover, the compounds of the present Invention can be administered m combination with other pharma- 
ceutical agents such as cholesterol biosynthests inhibitors and cholesterd absorption inhibitors, especiany HMG-CoA 

10 redudase inhibitors and HMG-CoA synthase inhibitors. HMG-CoA redudase and synthase gene expression inhibitors. 
CETP inhtoitors, biles add sequesterants, fibrates. ACAT inhibitors, squalene synthetase inhibitors, antl-oxidants and 
niacin. The compounds of the present invention may also be administered in combination with naturally occuning com- 
pounds that ad to lower plasma cholesterol levels. These naturaUy occurring compounds are commonly caHed 
nutraceuticals and indude, for example, garftc extrad and niac»i. 

IS [0164] Specific cholesterol absorption inhibitors and cholesterol biosynthesis inhibitors are described in detail 
below. Additiona! cholesterol absorption inhibitors are known to those skilled in the art and are described, for example, 
in PCT WO 94/00480. 

[0165] Any HMG-CoA redudase inhibitor may be emptoyed as an addirional compound in the combinatfon therapy 
asped of the present invention. The term HMG-CoA redudase inhibitor refers to a compound that inhibits the biotrans- 

20 fbrmatbn of hydroxymethylgtutaryl-coenzyme A to mevalonrc add as catalyzed by the enzyme HMG-CoA redudase. 
Such inhibition may be determined readily by one of skill in the art according to staiidard assays (e.g.. Methods of 
Enzymology. 71: 455-509 (1981); and the references cited therein). A variety of these compounds are described and 
referenced below. U.S. Patent Number 4.231.938 disdoses certain compounds isolated after cultivation of a mkroor- 
ganism betonging to the genus Aspergilfus, such as lovastatin. Also. U.S. Patent Number 4.444,784 disdoses synthetic 

25 derivatives of the aforementioned compounds, such as simvastatin. Additk>nafly, U.S. Patent Number 4.739,073 dis- 
closes certain substituted indoles, such as fluvastatin. Further. U.S. Patent Nunrtber 4,346.227 disdoses ML-236B 
derivatives, such as pravastatwi. In additfon. EP 491,226 teaches certain pyridyW»iydroxyheptenoic adds, such as riv- 
astatin. Also. US, Patent Number 4.647.576 disdoses certain 6-l2-(substituted-pynDl-1-yl)-aIkyri-pyran-2-ones such as 
atorvastatin. Other HMG-CoA redudase inhibitors wiH be known to those skiHed in the art Examples of marketed prod- 

30 uds containing HMG-CoA redudase inhibitors include Baycol®. Lescbl®. Lnwlor®. Mevacor®, Pravachol® and 
Zocoi®. 

[OieiB] Any HMG-CoA synthase inhibitor may be used as the second compound in the combination therapy asped 
of this invention. The term HMG-CoA synthase inhibitor refers to a compound whfch inhibits the bk>synthesis of 
hydroxymethylglutaryt-coenzyme A from acetyl-coenzyn>e A and acetoacetyl-coenzyme A. catalyzed by the enzyme 

35 HMG-CoA synthase. Such inhibitkm may be determined readily by one of skiB in the art according to standard assays 
(e.g-. Methods of Enzymology, 35: 155-160 (1975); iand Me&HXfs of Enzymohgy, 110: 19-26 (1985); and the refer- 
ences cited therein). A variety of these compounds are described and referenced betow. U.S: Patent Number 5.120,729 
disdoses certain beta-ladam derivatives. U.S. Patent Number 5,064.856 disdoses certain sptro-lactone derivatives 
prepared by cutturing the nucrowganism MF5253. U.S. Patent Number 4,847,271 disdoses certain oxetane com- 

40 pounds such as 1 1-{3-hydrDxymethyM-oxo-2-oxetayl)-3.5.7-frinwthy^2.4Hjhdecadien^ add derivatives. Other HMG- 
CoA synthase inhibitors useful In the methods, compositkms and kits <tf the present Inventfon will be known to those 
skiOed in the art. 

[0167] Any compound that decreases HMG-CoA redudase gene expresson ma^ be used as the second com- 
pound in the combinafion therapy asped of this inventk)n. These agente may be HMG-CoA redudase fenanscriptkm 

45 intubftofs that bkxJc the transcripfion of ONA or translatkMi inhibitors that prevent tianslatton of mRNA coding for HMG- 
CoA redudase into protein. Such inhSMtors may either afCed transcription or translatkm <firedly. or nriay be bicrtrans- 
formed into compounds that tiave «he aforementkMied attrit)utes by one or more enzymes in the chotesterol bk)synthetic 
cascade or may lead to the accumulaton of an isoprene metabolite that has the afbremenfioned activities. Such regu- 
latfon is readily d^emrwned by those skilled in the art accordir^ to standard assays {M^hods of Enzymohgy, 1 10: 9- 

so 191 985). Several such compounds are descnl)ed and referenced bekjw; however, other inf^ors of HMG-CoA redud- 
ase gene expresswn wiB be known to those skilled in the art. for example, U.S. Patent Number 5.041.432 disdoses cer- 
tain 15-substituted lanosterd derivatives that are inhibitors of HMG-CoA reductase gene expressk>n. Other oxygenated 
sterols that suppress the btosynthesas of HMG-CoA redudase are discussed by E.L Mercer (Prog. L^i. Res,, 32:357- 
416 1993). 

55 (0168] Any compound having activity as a CETP inhibitor can serve as the secortd compourK) in the comt)inatk)n 
Vtierapf asped of the nistant inventk)fi. The term CETP inhibitor refers to compounds that rnhftsit the cholesteryl ester 
transfer prot«n (CETP) mediated transport of various chotesteryf esters and triglycerides from HOL to LDL and \^©L. 
A variety of these compounds are described and referenced betow; however, other CETP inlubitors wfll be known to 
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those skilled in Ihe art. U.S. Patent Numl>er 5.512.548 discloses certain polypeptide derivatives having activity as CETP 
inhibitors, while certain CETP-inhitHtory rosenonolactone derivatives and phosphate-containing analogs of cholesteryl 
ester are disclosed in J. Antibht.. 49{8): 815-816 (1996). and Bioorg. Med, Chem, Lett. : 6:1951-1954 (1996), respec- 
tively. 

5 [0169] Any ACAT inhit>itor can serve as the second compound in the combination therapy aspect of this invention. 
The term ACAT inhibitor refers to compounds that InhitMt the intracellular esterification of dietary cholesterol by the 
enzyme acyl CoA: cholesterol acyltransferase. Such inhibition may be determined readily l>y one of skifl in the art 
according to standard assays, such as the ntethod of Heider et al. described in Journal of Upid Researcti., 24:1127 
(1983). A variety of these compounds are descnt>ed and referenced t>elow; however, other ACAT inhit>ftors win be- 

10 known to those skilled in the art U.S. Patent Numt>er 5»510.379 disctoses certain cartx)xysulfonates. while WO 
96^6948 and WO 96/10559 both disclose urea derivatives having ACAT inhibitory activity. 

[0170] Any compound having activity as a squalene synthetase tntiibitor can serve as an additional compound in 
the combinatk)n therapy aspect of the present invertfk>rt The term squalene synthetase inhibitor refers to compounds 
that inhS)it the condensation of two molecules of fiamesylpyiophosphate to form squalene, a reaction that is catalyzed 

15 by the enzyme squalene synthetase. Such inhtbrtk)n is readily determined by those skilled in the art according to stand- 
ard methodology {Methods ofEnzymology, 15:393-454 (1969); and Methods of Enzymology, 110: 359-373 (1985); and 
references cited tt>erein). A summary of squalene synthetase inhilwtors has l>een compfied in Curr. Op. Ttien Patents, 
861-4. (1993). European patent applicatkm publk:atk>n Number 0 567 026 Al discfoses certain 4.1 -benzoxazepine 
derivatives as squalene synthetase inhibitors and ttieir use in the treatment of tiypercholesterolemia and as fungicides. 

20 European patent application publjcatk>n Number 0 645 378 Al discloses certain seven- or eight-membered heterocy- 
des as squalene synthetase inhibitors and their use in the treatment and prevention hypercholesterolemia and fungal 
infecttons. Eurc^an patent appircatkyi put)lication Number 0 645 377 Al diseases certain benzoxazepine derivatives 
as squalene synthetase tfihtbltors useful for the treatment of hyperctiolesterolemia or coronary sclerosis. European pat- 
ent applrcation pubKcatkm Numt)er 0611 749 Al discloses certain substituted anuc add derivatives useful for the treat- 

25 ment of arteriosderosis. European patent appficatksn pubficatk^n Numt)er 0 705 607 A2 disdoses certain condensed 
seven- or eight-membered heterocydic compounds useful as antihypertriglyceridemic agents. PCT publk:atJon WO 
96/09827 disdoses certain combinations of cholesterol absorptfon inhibitors and diolesterol bfosynthesis inhibitors 
indud'mg benzoxazepine derivatives and benzothiazepine derivatives, European patent application put)lk:ation Numt)er 
0 701 725 Al disdoses a process for preparing certain optk:any-active compounds, induding benzoxazepine deriva- 

30 tfves. having plasma cholesterol and toiglyceride kiwering activities. 

[0171] Other compounds that are marketed for hyperiipidemia, induding hypercholesterolemia and which are 
intended to help prevent or treat atherosclerosis tndude tHle add sequestrants. such as Colestkl®, LoCholest® and 
Questran®; and fibric add derivatives, such as Atromid®, LopkJ® and Tricor®. These compounds can also be used m 
comt)ination with a compound of the present inventkni. 

35 [0172] It is also contemplated that the compourKis of the present inventran be administered with a fipase inhibitor 
and/or a ghicosklase inhik>itor. wtik:h are typk^aily used in the treatment of conditfons resulting from the presence of 
excess triglycerides, free fatty adds, cholesterol, chofesterol esters or gktcose induding. inter aSa, obesity. hyperfifM- 
demta. hyperiipoproteinemia. Syndrome X. and the like. 

(01 73] : In a combination with a compound of the present inventfon, any lipase inhibitor or glucosidase inhibitor may 
40 be empkiyed. Preferred fipase inhibitors comprise gastric or pancreatic fipase inhitHtors. Preferred glucosidase inhOM- 
tors comprise amylase inhitntors. 

[0174] A lipase inhibitor is a connpound that InhitMts the metaboOc deavage of dietary triglycerides into firee §atty 
adds and monogfycerides. Under normal physwtogical conditk>ns. I'lpolysis occurs via a two-step process that involves 
acyiatk^n of an activated serine moiety of the fipase enzyme, this leads to the production of a fatty add-fipase hemia- 

45 cetat mtermediate. vAikh is then deaved to release a (Uglyceride. Folfowing further deacylation. the fipase-latty add 
intermediate is deaved. resulting ki free fipase. a monogtyceride and a fatty add. The resultant free fatty adds and 
monoglycerkies are incorporated mto bile add-phospfiofii^ mfceBes. whidi are sut>sequently absorbed at the level of 
the brush border of the smafl intestine. The nucelles eventually enter the peripheral ctrcufation as chykwmcrons. Accord- 
ingly, compounds, induding fipase inhibitors thai selectively limit or inhibit the absorption of ir^ested fat precursors are 

50 useful in the treatment of conditions including obesity, hyperiifwdemia. hyperfipoprotelnemia. Syndrome X. and the fite. 
[0175] Pancreatk: fipase mediates the metabolk: deavage of fatty adds from triglycerkSes at the 1- and 3-carbon 
positfons. The primary site of the metabofism of ingested fats is in the duodenum and proximal jejunum by pancreatk; 
fipase. whch is usually secreted in vast excess of the amounts necessary for the breakdown of fits in the upper smaB 
intestirte. Because pancreatic fipase is ttie prinrtary enzyme required for the at)Sorptk>n of dietary triglycerides, inhibitors 

55 fiave utiUty in the treatment of ol>esity and the other related condilkms. 

[0176] Gastrk: fipase is an immunofogically distind fipase that is responsible for approximately 10 to 40% of the 
<figestk)n of dietary fats. Gastric fipase is secreted in response to mechantt:al stimulatfon, ingestfon of food.Jtfie.pres-: 
ence erf a fatty meal or by sympathetk: agents. Gastric ItpcHysis of ingested fats is of phystofogk^l importance in ttie pro- 
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vision of fotty adds needed to trigger pancreatic lipase activity in the intestine and Is also of importance for fat 
absorption in a variety of physiological and pathological conditions associated v«th pancreatic insufficiency. See. for 
example. C,K. Abrams, et al. Gastroenterology. 92. 125 (1987). 

[01 77] A variety of fipase inhibitors are known to one of ordinary skin in the art. However, in the practice of the meth- 
5 ods, pharmaceutical compositions, and kits of the instant invention, generally prefened lipase inhil>itors are those inhilv 
ilors that are selected from the group consisting of lipstatin, tetrahydroRpstatin (ortistat). FL-386, WAY'121898. Bay-N- 
3176. vafiiactone. esterastin, ebeiactone A. ebelactone B and RHC 80267. stereoisomers thereof, and pharmaceuti- 
cally acceptable salts of said compounds and stereoisomers. The compound tetrahydrolipstatin is espedalty preferred. 
[01781 The pancreatic fipase inhibitors Bpstatin, 2S, 3S. 5S. 7Z, 102)-5^(S)-2-formamido-4-methy^va!erytoxy^2- 
10 hexyl'3-hydroxy-7.10-hexadecanoic acid lactone, and tetrahydrolipstatin (ortistat). (2S, 3S. 5S)-5^(S)-2-formamido-4- 
rnethyl-valeryk>xy]'2-hexyl>34iydroxy-h€b(adecanoic 1.3 acid lactone, and the variously substituted N-fonnylieudne 
derivatives and stereoisomers thereot are dlsck)sed m U.S. Patent Number 4,598,089. For example, tetrahydrofipstatth 
is prepared as described In. e.g., U.S. Patent Nos. 5.274.143; 5.420.305; 5.540.917; and 5.643.874. 
(01791 The pancreatic fipase inhibitor. FL-386. 1^4-<2-methylpropy1)cydohexyl^2^(phenylsulfonyl)oxy^ethanone, 
15 and ttie variously substituted sutlbnate derivatives related thereto, are discfosed in U.S. Patent Number 4.452,813. 
(0180] The pancreatfc lipase inhibitor. WAY-121898. 4-phenoxyphenyl-4-methylpiperidin-1-yl-carboxylate, and the 
various carbamate esters and pharmaceuttcaRy acceptable salts related thereto, are disck>sed in U.S. Patent Numbers 
5.512,565; 5.391.571 and 5.602.151. 

(0181] The lipase inhibitor. Bay-N-3176. N-3-trinuoromethylphenyl-N'-3-chloro-4-trifluoromelhylphenylurea. and 
20 the various urea derivatives related thereto, are diseased in U.S. Patent Number 4.405.644. 

pi 82] The panaeatic Kpase inhibitor, valilactone, and a process for the preparation thereof by the microbial culti- 
vation of Acdnomycetes strain MG147-CF2, are disctosed in Kitahara. et at. JL Antibiotics. 40 (11), 1647-1650 (1987). 
(0183] The fipase inhibitor, esteradn. and certain processes for the preparation thereof l)y the mioobial cultivation 
of Streptomyces strain ATCC 31336, are disclosed in U.S. Patent Numbers 4,189.438 and 4.242,453. 
25 [01 84] The pancreatic lipase inhibitors, ebelactone A and ebelact<Nie 8. and a process for the preparation thereof 
by the microbial cultivation of Actinomycetes strain MG7-G1. are disctosed in Umezawa. et al,. J. AntS)i<aics, 33, 1594- 
1596 (1 980). The use of ebelactones A and B in the suppression of mohoglyceride formation is disctosed in Japanese 
Kokai 08-143457. published June 4. 1996. 

(0185] The Epase InhitMfor. RHC 80267. cyclo-0,04(1 .6-hexanediyl)-bis-(iminocarbonyl))dioxime. and ttie vartous 
30 bts(tminocartK>nyl)dtoximes related thereto may be prepared as described in Petersen et al., Uebig's Annalen, 562. 
205-229 (1949). The abifity of RHC 80267 to inhibit the activity of myocardial lipoprotein lipase is discfosed in CarroU et 
al.. Lipids. 27. pp. 305-307 (1992) and Chuang et al., J. MoL Ceil CardioL. 22. 1009-1016 (1990). 
(0186] Any suitat)le dosage of a fipase intiibKor is used in aspects of the present invention comprising such inhibi- 
tors. The dosage of tfie lipase inhibitor is generally in the range of from about 0.01 to atxiut 50 mg/kg txxty weight of 
35 the sut>iect per day. preferably from about 0.05 to about 10 mg/kg body weight of ttie sut>ject per day, administered sin- 
gly or as a divided dose. For example, where the fipase inhilwtor is tetrahydrofipstatin. the dosage of tetrahydrolipstatin 
is preferably from atxnit 0.05 to 2 mg/kg twdy weight of the subject per day. In practice^, the ptiysidan win determine the 
actual dosage of the lipase inhibftor which will be most suitable for an individual patient and it will var^ witii. e.g.. age, 
weight and response of the particular patient The at>ove dosages of lipase inhit>itors are exemplary, tmt there can^ be. 
40 of course, irKiividual instances wtiere higher or tower dosage ranges of such Upase infnl>itors are merited, and aD such 
dosages are within the scope of the present invention. 

[01 87] A glucosklase inhitHtor infUbfts tJtte enzymatic hydrolysis of complex cartx>hydrates t>y glycoside tiydrolases, 
for examf^ amylase or maltase. Into bioavaltable simpto sugars, for example, glucose. TYie rapid metatxi&c adton of 
glucosidases. particularly foflowing the intake of high levels of cartwhydrates, results in a state of alimentary liypeigly- 

45 cemia whk:h. in adipose or diat>etic streets, leads to enhanced secretion of insulin, increased fat synttiests and a 
reduction in fat degradation. Following such hyperglycemias, t^poglyoemia frequently occurs, due to the augmented 
levels of insulin present Additionally, it is krK>wn ttiat Ixrth hypoglycemias and chyme remaining in tfie stomach pro- 
motes the production of gastric jutoe. which initiates or Isavors ttie devetopment of gastritis or duodenal utoers. Accord- 
ingly, glucosidase inhibitors are kmiwn to have utflity in accelerating the passage of cartx>hydrates through ttie stomach 

50 and intiitnting the alTsorption of glucose from the intestine. Furthermore, ttie converston of cartxjhydrates kito ^)ids of 
ttie fatty tissue and the sutxsequent incorporation of alimentary fat into fatty tissue deposits is accordingly reduced or 
delayed, with the concomitant t>enefit of reducing or preventing ttie deleterious abnormafities resulting therefrom. 
(01 88] In combination vwtti a compound of ttie present invention, any glucosidase inhilMtor may be emptoyed. tiow- 
ever, a generally preferred glucosidase infiitntor comprises an amylase inhibitor. An amylase inhibHor is a glucosidase 

55 intid>ilor ttiat intutMts ttie enzymatic degradation of starch or glycogen oito maltose. The intiibttion of such enzymatic 
degradation is benefidal in reducing amounts of tHoavailatde sugars, including glucose and maltose, and the concomi- 
tant deletoious conctittons resulting therefrom. 

[0189] A variety of glucosidase and amylase inhibitors are known to one of ordinary skill in the art However, in the 
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practice of the methods, pharmaceutical compositions and kits of the instant invention, generally preferred gtucosidase 
intututors are those inhibitors that are selected from the group consisting of acarbose. adiposine, voglibose. miglitol. 
emigfttate. MOL-25637, camlgtit)ose, fendamistate* AI-3688. trestatin, pradinructn-O and salbostatin. 
[0190] The gtucosidase inhibitor, acarbose. CM.6-dideoxy-4-{l(1S.4/?.5S.6SH,5.6-trihydroxy-3-(hydroxymethyl)- 
5 2-cydohexen-1-yl]amino)*a-9lucopyranosyl*(1 — >4}-0-a-D-gtucopyranosyHl— >4)-D-gtucose» the various amino 
sugar derivattves related thereto and a process for the preparation thereof by the fnicrolMal cultivation of Adihoplanes 
strains SE 50 (CBS ^1.70). SB 18 (CBS 957.70). SE 82 {CBS 615.71). SE 50/13 (614.71) and SE 50/110 (674.73) are 
disclose in U.S. Patent Numbers 4,062.950 and 4.174,439 respectively. 

[0191] The gtucosidase inhil^tor, adiposine. consisting of adtposine forms 1 and 2, is discfosed in U.S. Patent 
10 Number 4,254.256. Additionally, a process for the preparation and purification of adiposine is disclosed in Namiki et al.. 
JL AntiobhUcs, 35. 1234-1236 (1982). 

[0192] The gkicosidase infitbitor. vogr[t>ose. 3.4-dideoxy-4-[[2-hydroxy-1-(hydroxymettiyl)ethylJamino]-2-C- 

(hydroxymethyl)>0-epi-ino$itol, and the various N-substituted pseudo-aminosugars related thereto, are cfisctosed in 

U.S. Patent Number 4.701.559. 
1$ [0193] The gkicosidase inhibitor, migrrtol. {2/?,3R.4/?.5S)-1-(24iydroxyethyl>-2-(hydroxymethyl>-3.4,5-piperidine- 

triol, and the various 3.4.&4rihydroxypiperidtnes related thereto, are disck>sed in U.S. Patent Number 4.639.436. 

[0194] The glucosidase inhibitor, emiglitate. ethyl p-I2-I(2/?.3R.4R.5S)-3,4.5-trihydroxy-2-(hydroxymethyl)piperid- 

tr)o]ethoxy]-benzoate. the various derivatives related thereto and pharmaceuti'cally acceptable add addition salts 

thereof, are diseased in U.S. Patent Number 5. 1 92.772. 
20 [0195] The glucosidase inhibitor, MDL-25637. 2.6-dideoxy-7-0-p-D-glucopyrano-syl'2,6-im!no-0-glycero-L-gluco- 

tieptitol. tt>e various homodisaccharides related thereto and the pharmaceutkally acceptat^le acid additkm salts thereof. 

are diseased in U.S. Patent Number 4.634.765. 

[0196] The gtucosidase inhibitor, camiglit>ose. methyl 6-deoxy-6-[(2/?.3R.4/?.5S)-3,4,5-trihydroxy-2-(hydroxyme- 
thyl)piperidino}-a-D-g!ucopyranoskle sesquihydrate. the deoxy-nojirimycin derivatives related therefto^ the various phar- 
25 maceutically acceptable salts thereof and synthetic methods for the preparation thereof, are disdosed In U.S. Patent 
Numbers 5.157,1 16 and 5.504.078. 

[0197] The amylase inhibitor, tendamistat, the various cydk: peptides related thereto and processes fix the prepa- 
ration thereof by the mtcrot>ial cultivatk>n of Stfeptomyces iendae strains 4158 or HAG 1226, are disdosed in U.S. Pat- 
ent Number 4.451.455. 

30 [01 98] The amylase inhit>itor. A)-3688. the various cydic polypeptides related thereto, and a process for the prepa> 
ration thereof by the microbial cultivation of Streptomyces aureo/ac^ns strain FH 1656, are disdosed m U.S. Patent 
Number 4.623,714. 

[0199] The amylase inhibitor, trestatin. consisting of a mixture of tresfatin A. trestatin B and trestatin C. the various 
tretialose-containing aminosugars related ttiereto and a process for the preparation thereof by the microbial cultivation 
35 of Streptomyces dimorphogenes strains NR-320-OM7H6 and NR-320-OM7HBS. are disdosed in U.S. Patent Number 
4.273,765. 

[0200] The gluoosklase inhit)itor,.pradimicin-Q and a process for the preparation thereof by the intcrotHal cultivation 
of Actinomadura verrucospora strains R103-3 or A10102. are disdosed in U.S. Patent Numbers 5,091,418 and 
5.217,877 respedively. 

40 [0201] The glyoosklase inhitiitor. salbostatin, the varfous pseudosaccharides ri^ated thereto^ the various phanna- 
ceuticaily acceptable salts thereof and a process for the preparatfon thereof t)y the mk:robial cultivatfon of Strq;>tomyces 
ali)u$ strain ATCC 21838. are disdosed in U.S. Patent Number 5.091.524. 

[0202] Preferred glucosidase inhibitors comprise compounds seleded from tiie group consisting of acartx>se. ad'n 
postne, .vogia)ose, miglitol, emiglitate, MDL-25637. camiglibose, pradtmidn-Q. and salbostatin. An especially preferred 
45 glucosidase inhttHtor is acartx)se. EspedaDy preferred glucosklase inh3>itors further comprise amylase intittHtors that 
are seleded from the group consistirtg of tendamistafe. AI-3688 arxJ trestatin. 

[0203] In arK>ther asped of the present invention, the compounds of Formula I can t>e used in comtnnation with 
other anti-ot>esity agents. The additional anti-obesity agent is preferat)ly seleded from the group consisting of phenyl- 
propanolamii^e, ephedrine. pseudoephedrtne, phentermine. a neuropeptkle Y antagonist, a P3-adrenergic receptor 

50 agonist, a diolecystokinin-A agonist, a monoamine reuj^ke inhtlntor. a sympathomtrnetic agent, a serotorunergic 
agent, a dopamine agoritst a metanocyte-stimulating hormone receptor agonist or rrdmettc, a melanocyte-stimulating 
hormone receptor anafog. a cannabinoid receptor antagonist, a melanin concentrating hormone antagonist, leptin, Oie 
OB protein, a leptin anafog, a leptin receptor agonist, a gatanin antagonist, a lipase intubitor. a txxnbesin agonist, a neu- 
ropeptide-Y antagonist, a thyromrmetk: agent dehydroepiandrosterone or an anafog ttiereof. a glucocorticoid receptor 

55 nKKlutator, an orexin receptor antagonist, a urocortin binding protein antagonist, a glucagon-like peptide^l receptor 
agonist, arul a dfiary neurotropfitc fador. 

[0204] Especially preferred antiK>t>esity agents comprise those compouruls seleded from the group cons^ir^.of 
sitMJtramine. fenfluramine, dexfenfluramine, t3romocriptine. phentermine, eptiedrine, leptin, phenylpropanolanwie pseu- 
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doephedrine. {442-(246-ammopyridin-3-yl]-2(R)>hydroxyethylarrano)ethoxy] phenyl)acet?c add. {4-[2-{2-(6-aminopyri- 
din-3-yl]-2(R>-hydroxyethylamino)ethoxy] pheny<}benzoic ackJ. {4-{2-(2-(6-aminopyridin-3-yIJ-2(R)- 
hydn>xyethylamino)ethoxy] phenyl}propionic add. and {4-(2*(246-arnmopyridtn'3-yq-2(RH)ydroxyethylanruno) 
ethoxy]phenaxy}acetic add. 

5 [0205] Suitable anorectic agents for the compositions, methods and kits of the present invention can be prepared 
using methods known to those skilled in the art. lor example, ptientermine can be prepared as descnt>ed tn U.S. Patent 
No. 2,408.345; sft)utramine can be prepared as described in U.S. Patent No. 4.929.629; fenfluramine and dexfenflu- 
ramine can be prepared as described in U.S. Patent No. 3,198.834; and bromocriptine can be prepared as described 
in U.S. Patent Nos. 3,752.814 and 3.752,888. 

10 [0206] Any suitat>le dosage of an anorectic agent is used in aspects of the present invention comprising such 
agents. The dosage of ttie anorectic agent is generally in the range of from atxnjt 0.01 to about 50 mg/kg body weight 
of the sutiject per day. preferabty from atx>ut 0.1 to about 10 mg/kg body wet^t of the subject per day, administered 
singly or as a divided dose. For example, where the anorectic agent is phentermine, the dosage of phentermine is from 
at)Out 0.01 to 50 mg/kg body weight of the subject per day, preferat)ly from atKHJt 0. 1 to about 1 mg/kg txxiy weight of 

15 the subject per day. In addition, wt>ere the anorectic agent is sitxjtramine, the dosage range is from about 0.01 to about 
50 mg/kg body weight of ttie subject per day. preferat)ty from about 0.1 to about 1 mg/kg body weight of the subject per 
day; wttere the anorectic agent is dextenfluramine or fenfhjranf>ine, ttie dosage range is from about 0:01 to atXMJt 50 
mg/kg body weight of the subject per day. preferably from atx3ut 0.1 to about 1 mg/kg body weight ofthe subject per 
day; and wttere the anorectic agent is bromocriptine, the dosage range is from about 0.01 to about 10 mg/kg tx>dy 

20 weight of the subject per day. preferably from atx)ut 0. 1 to atx)ut 10 mg/kg body weight of the subject per day. In prac- 
tK^. the ptiysidan will determine the actual dosage of the anorectic agent wtitdi will l>e nx)st suitable for an individual 
patient and it will vary with. e.g.. age. weight and response of the particular patient. The atxjve dosages of anorectic 
agents are exemplary, Ixjt tt>ere can be, of course, individual instances where higt)er or lower dosage ranges of such 
anorectic agents are merited, and all such dosages are within the scope of the present invention. 

25 [0207] The compounds of the present invention can also t>e used in combinatkm with other aritihyperteri^ve 
agents. Examples of presently marketed products containing antifiypertensive agents indude calcium cf^anne! t)tock- 
ers. such as Cardizem®. Adalat®. Calan®. Cardene®. Covera®, Oilacor®. DynaCirc®- Procardia XL®. Sular®, 
Tiazac®, Vascor®. Verelan®, Isoptin®, Nimotop®- l^lorvasc®, and Plendil®; angiotensin converting enzyme (ACE) 
inhibitors, such as Acoipril®. Attace®, Captoprfl®. Lotensin®, Mavik®, Monopril®. Prinivil®, Univasc®. Vasotec® and 

30 Zestra®. In additkm. diuretx:s and comtnnatkKis of the atxjve antSiypertensive agents fiave been entpkiyed and are 
contemplated to be used in comtwnation vwth compounds of the present inventk)n. 

{0208] The compourKis of ttie present invention can also be used in combination with antidepressants. Examples 
of marketed antkiepressants that can t>e used in combination %vfth compounds of the present inventk>n Indude 
moru>amtne oxidase inhibKors such as Nardil®, and Pamate®; sefective seratontn reuptake inhibitors, such as Paxil®, 
35 Prozac®, and Zofc>ft®: tridydk:s. such as Asendin®. Elavil®. Etrafon®, Limbitrol®, Norpramin® Pamekx®. Sineq- 
uan®. Surmontil®, Tofranil®. Triavil®, and Vivactil®. Additk)nal compounds that are used to treat deprression arwJ that 
can be used in combinatk>n with compounds of the present inventbn indude Desyrel®. Effexor®, Remeron®. Ser- 
axie®. and Weiajutrin®. 

[0209] The compounds of the present invention can also t>e used in combination with compounds used to freat 
40 osteoporo^. Examples of marketed products contafnirig active agents that can t>e used in comtnnation with com- 
pounds of the present inventfen indude biptiosphonates such as Fosamax® and tiormonal agents such as cakatonin 
and estrogiens. In addition. Evista® may be used in com!)uiatk>n with compounds of tfte present invention. 
[0210] The compottfids of ttie present invention are administered to a patient in a ttierapeutk:aay effective annotinL 
The compounds can be administered atone or as part of a (iharmaceufK^lty acceptatite composition. In additiorl. ttie 
45 compounds or compositions can t>e administered all at once, as for exampfe. by a boAus irijection, nwltipte tiities^ such 
as by a series of tabiefs. or delivered sut>stanlially uniformly over a period of time, as for example, us^ trarisdermal 
delivery, ft is also noted that the dose of the con^und can be varied over time. 

[0211] In addition, ttie compounds of the present invention can t>e administered atone, in comt>inati6n with other 
compounds of the present invention, or with other pharmaceutically active compounds. The other phamriaceuticalty 

50 active compounds can t>e intended to freat the same disease or condition as the comjpounds of ttie present invention 
or a cfififerent disease or conditton. If the patient is to receive or is receiving multiple ptiarmaceuttcaOy active compounds, 
the compounds can be administered sknuttaneously. or sequentiaOy. For exampfe, in the case of tat)fets. the active com- 
pounds may be found in one tat>fet or in separate tablets, which can t>e administered at once or sequentially. In addition, 
it stiouto t>e recognized tfiat the composittons may be different forms. For ecampfe. one or more compounds may be 

55 delivered via a tabtet, white another is adnrunistered via irijection or orally as a syrup. AH comtMnations. defivery methods ' 
and administration sequences are conternplated. For sequential administration, a compound, a prodrug, an isomer or 
a ptiarmaceuticaDy acceptabfe saH of ttie present invention and another active compound, as the case may t>e. c^'nbe 
administered in any order. It is generally preferred tfiat such administration t>e oral, tt is even more preferred that the 
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administration be oibI and simultaneous. However, for example, if the subject t>eing treated is unable to swallow, or oral 
absorption is otherwise impaired or undesirable, parenteral or transdermal administration will be appropriate. Where 
the administration is sequential, the administration of a compound, prodrug, isomer or pharmaceuticalty acceptatrfe salt 
of the present invention and another active compound, as the case may be, can be k>y the same method or by different 
5 mettKXis. 

[0212] The dose of a compound, prodrug, isomer or pharmaceuticalty acceptable salt of the present invention to be 
administered to a human or animal is rather widely variable and subject to the judgment of the attending physician or 
veterinarian. As would be understood by those skilled in the art. it may t>e necessary to adjust the dose of a compound, 
prodrug or isomer of this invention when it is administered in the form of a salt, e.g.. where the salt forming moiety of 

10 which has an appreciable molecular weight The general range of therapeuticaily effective amounts of the compounds, 
prodrugs, isomers or pharmaceuttcafly acceptable salts of the present invention is from atx>ut 0.001 mg/kg txKly weight 
to about 100 mg/kg txxJy weight of the subject per day. A preferred range of effective administration rates of the com- 
pounds, prodrugs, isomers or pharmaceutk^lly acceptable salts of the present invention is from about 0.01 mg/kg txxly 
weight to about 50 mg/kg body weight of the subject per day. While it may be practical to administer the daily dose of a 

15 compound, prodrug, isomer or. phamnaceuticaHy acceptat^e salt of this inventkxi. in portions, at various hours of the 
day, in any given case, the anKXint of compound, prodrug, isomer or phdrifnaceutk:alty acceptable salt administered will 
depend on such factors as the sokibilily of the compound, prodrug, isomer or pharmaceuticalty acceptable salt of this 
invention, the formulation used and the route of administration (e.g., oral, transdermal, parenteral or topk:al). 
[0213] Dosages of the compounds, prodrugs, isomers and ptiarmaceutically acceptable salts of the present inven- 

20 tion are administered to humans by any suitable route, with oral administraitibn t>eing preferable. Individual tat^Iets or 
capsules shouW generally contain from at)Out 0.1 mg to about 100 mg of compound, prodrug, isomer or pharmaceuti- 
cally acceptable salt of the present invention, in a suitable pharmaceuticafly acceptable vehide. diluent or carrier. Dos- 
ages for mtravenous administration are generally within the range of from atxnit 0.1 mg to atK>ut lO mg.pef single dose 
as required. For intranasal or inhaler administration, tlie dosage is generally formulated as a solution of at)out 0.1 % to 

25 about 1 % (w/v). In practice, the physidan will determine the actual dosage which will be nwst suitable for an indivkfual 
patient and it wiH vary with. e.g.. age. weight and response of the particular patient The atjove dosages are exemplary 
of the average case but there can, of course, be individual instances where higher or tower dosage ranges are merited, 
and alt such dosages of compounds of Formula I. prodrugs, isomers and pharmaceuti'cally acceptable salts of the 
present invention, are within the scope of the present inventfon. 

30 [0214] Any suitable route of administration may be used for the compounds of Formula I, isomers, prodrugs and 
pharmaceuticalty acceptat^le salts thereof, in the present invention. It is usually preferred to administer the compounds, 
prodrugs, isomers and ptiarmaceutically acceptatde salts of the present inyentfon orally for reasons of convenience; 
fiowever, they may t>e administered, for exan^e. percutaneousty. or as suppositories for at^sorption t>y the rectum, as 
desff^ed in a given instarKe. As described atxive. the adminisU^tion may l>e carried out in single or multiple doses, as 

35 appropriate. 

[0215] The compounds, prodrugs, isomers and ptiarmaceutically acceptat)le salts of the present inventfon can be 
administered as pharmaceutical compositions comprismg a pharmaceuticaRy acceptable vehkte. carrier or dlhienL The 
pt)armaceutk:al compositions of the present inventfon comprise a suftat>le amount of a compoundL prodrug, isomer or 
ptiarmaceutk:ally acceptatite salt of this inverition. i.e., an amount sufficient to provkJe the desired dosage. 

40 [0216] The compounds, prodrugs, isomers and pharrriaceutically acc^>tat>le salts of this invention are adminis- 
tered in a wide variety of different dosage forms. i.e.. they may be combined with various pharmaceutically acceptat)le 
inert vel)k:les, carriers or diluents in any suitable form. Such catriers indude soTid diluents or fillers, sterile aqueous 
media and various non-toxic organic solvents. The pharmaceutical compositions are formulated to contain a da8y dose, 
or a convenient fraction of a daily dose, in a dosage unit. whk:h may t>e a sir>gle tablet or a capsule or a convenient vol- 

45 ume of a lk|ukl. 

[0217] An of the usual types of pharmaceutical compositions are used in the present invention, including tablets, 
fozertges,. hard carufies. ctiewable tal)iets. granules, powders, sprays, capsules, pills, microcapsules, solutfons, 
parenteral soMions. troches, irijections (e.g.. tntraverKMJS. intraperitoneal, intramuscular or sutM»taneous). supposfto- 
rtes, elixirs, syrups and susperisions. 

so [0218] For parenteral administration, the compounds, prodrugs, isomers and pharmaceuticaily acceptable salts of 
the present invention are used as solutions in sesante or peamjt oil. or as aqueous solutions (e.g., aqueous propyleneg- 
tyool), as the case may be, and they are t>est used in the form of a sterile aqueous solution which may contain other 
sut^stances, such as enough salts or glucose to make the solution isotonic (the pH of the solution t>eing suitat}ly 
adjusted and txjffered, where necessary) and surfactants, for example, hydroxypropytceOufose. Such oily solutions are 

55 suitat>le for tntra-artk:ular. tntramuscutar and sutxajtaneous ir^ecfion purposes. Such aqueous solutions are suitat3lefor 
intravenous injection purposes. 

[0219] The compounds, prodrugs, isomers and pharmaceuticaily acceptat^ salts of the present inventioag^ also 
be administered topically arul this may t>e done by way of. e.g.. creams, jellies, sahfes. fotions, gels, pastes, ointments. 
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and the like, in accordance with standard pharmaceutical practice. The compounds, prodrugs, isomers and pharma- 
ceutically acceptable salts of this invention of the present invention may also be administered transdermatly (e.g., 
through the use of a patch). 

[0220] Any suitable formutafion for transdermal appfication comprising a compound of the present invention may be 

5 employed and such formulations would generally also contain a suitable transdermal carrier, e.g.. an absorbable phar- 
macologically acceptable solvent to promote and assist passage of the compounds through ttie subject's skin. For 
example, suitable transdermal devices may comprise the form of a bandage or patch having a backing n>ember and a 
reservok^ containing the subjisct compound. Such bandage-type transdermal devices may liirther include suitable car- 
riers, rate-controlling barriers, and means for securing the transdermal de^ce to the sut^ecfs iskih. 

10 [0221] As will be described in detail hereinbelow, the pharmaceutical compositions of the present invention are pre- 
pared t)y mettKMjs commonly empfoyed using convenConal. organk: or inorganic additives, such as an exdpient (e.g., 
sucrose, starch. mai;initol. sort>itol. lactose, glucose, cellutose, talc, cakmim phosphate or cateium carbonate), a binder 
(eg., cellulose, methylcelkitose, hydroxymethylcellutose, polypropytpyrrolkfone, polyvinylpyrrcrfidone, gelatin, gum ara- 
bk:, polyethylenegtycol. sucrose or starch), a disinfegrator (e.g., starch. carboxymethykreQufose. hydroxypiopylstarch, 

15 tow substituted hydroxypropylcellutose. sodium bicartxwate. cateium phosphate, or calcium citrate), a tobricant (e.g.. 
magnesium stearate. light anhydrous silick: acW, tate or sodium lauryl sulfate), a flavoring agent (e.g.. citrfc ackl. men- 
thol, glycine or orange powder), a preservative (e.g.. sodium benzoate, sodhim btsutflte. methytparaben or propylpa- 
raben), a stabifizer (e.g.. citric add. sodium citrate or acetk: acid), a suspending agent (eg., methylcellutose. 
polyvinylpyrrolkJone. or aluminum stearate). a dispersing agent (e.g.. hydroxypropylmethyk:i^flutose), a dikient (e.g.. 

20 water), a cotoring agent, an emulsffying agent, and a base wax (e.g., cocoa butter, white palatum or polyethylene gly- 
col). 

[0222] Any of the compounds, prodrugs, isomers or pharmaceuttoally acceptable salts of the present invention may 
be readily formulated as tat>lets. capsules, and the like. It is preferable to prepare s<^uttons from water-soluble salts of 
these compounds. 

25 [0223] In general, all of the pharmaceuttoai compositfons of the present inventton are prepared according to meth- 
ods usual in pharmaceutical chemistry. 

[0224] Capsules are prepared by mixing a compound, prodrug, isomer or pharmaceutically acceptable salt of the 
invention with a suitable diluent and filfing the proper amount of the mixture in capsules. The usual diluents include inert 
powdered substances such as starch of many different kinds, powdered cellutose. espedaHy crystaUine and microcrys- 

30 taHine cellutose, sugars, such as fructose, mannrtol and sucrose, grain ftours and simitar edibto powders. 

[0225] Tablets are prepared by direct compression, by wet grariulatton. or by dry granutatton. These formulatkjns 
usually incorporate diluents, binders, lubricants and disintegrators as well as a compound, prodrug, isomer or pharma- 
ceutically acceptable salt of the present invention. Comrrwn dQuents indude. for example, various types of starch, lac- 
tose, mannitol. kaolin, caldum phosphate or sulfate, inorganic salts such as sodium chloride and powdered sujgar. 

35 Powdered cetkitose derivatives may also be used. Common tabtet binders indude substances such as starch, gelatin 
and sugars such as ladose. fructose, glucose and the like. Natural and synthetic gums are also convenient, including 
acada. alginates, methytoeflutose. polyvinytpyrrofidine and the like. Polyethylene glycol, ettiyfcellutose and waxes can 
also serve as fctinders. 

[0226] A lubricant is generally necessary in a tablet formulatiori to prevent the tablet and punches from sticking in 
40 the die. The lubrtoant is chosen from such slippery solkis such as tate. magnesium and cateium stearate. stearic add 
and hydrogenated vegetable oils. 

[0227] Tablet disintegrators indude sut)Stances which swell when wetted to break up the tablet and release a com- 
pound, prodrug, isomer or pharmaceuticaOy acceptabto salt of the present inventton. They kidudie starches, days, cel- 
luk)ses, algins and gums. More p^ticuiarty. com and potato stardies. methyfoeRulose. agar, bentoriite, wood cellutose. 
45 powdered natural sponge, cation-exchange resins, alglnic add, guar gum. dtrus pulp and cartxwymethytoeDutose, for 
example, may be used as weO as sodium fauryl sulfaie. 

ffiZTSU Tablets are often coated wim sugar as a flavor and sealant, or witti film^onning ^ agents to modify 
tte dissolution properties of the tableL The compounds, prodrugs, isomers astd pharmaceuficaBy acceptabto salts of 
the present invention may also be fornruifated as chewaWe tablets, by using large amounts of pteasant-tasting sub- 

50 staru»ssuchasrnanriitolinthefbrnwjfation, astsnowwefl-establishedinltieart 

[0229] Where H is desired to admtruster a compound, prodrug, isomer or phannaceuticafly acceptable salt of the 
present invention as a suppository, any suitabte base can be used. Cocoa butter is a traditionaliuppository base, which 
may be modTied by the addition of waxes to raise its melting pewit Water-misdWe supposftory bases comprising, par- 
ticulariy, polyethylene glycols of various molecular weights are in wide use. 

55 [0230] As d'scussed above, the effect of a compound, prodrug, isomer or pharmaceutk:^y acceptabto salt of the 
present inventton may be delayed or protonged by proper formulation. For exampto, a slowly solubto peflet of a com- 
pound, prodrug, isomer or phannaceuticaOy acceptalile salt <rf the present invention rriay be prepared and tncorporated 
in a tabtet or capsule. The technique may be improved by making pellets of several different dissolution rates and filling 
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capsules with a mixture of the peHets. Tablets or capsules may be coated with a film which resists dissolution for a pre- 
dictable period of time. The parenteral preparations may also be made long-acting by dissolving or suspending a com- 
pound, prodrug, isomer or pharmaceutically acceptat>le satt of the present invention, as the case may be. in oily or 
ennilsified vehicles wtiich allow it to disperse only slowly in ttie serum. 

5 [0231] The compounds, prodrugs, isomers and pharmaceutically acceptable salts of this invention are also admin- 
istered to a mammal other than a human. The method of admirastration and fiie dosage to be administered to such a 
mammal will depend, lor example, on the animal species and the disease or disorder being treated. The compounds* 
prodrugs, isomers and pharmaceuticalty acceptable salts of the present invention may t>e administered to animals in 
any suitable manner. e.g.. orally, parenterally or transdermafly, in any suitable form such as. for example, a capsule; 

10 t>olus. tablet pellet, e.g., prepared by admixing a compound, prodrug, isomer or pharmaceutically acceptable salt of the 
present invention with a suitable diluent such as cartx>wax or camuba wax together with a lubricant, liquid drench or 
paste, e.g.. prepared by dispersing a compound, prodrug, isomer or pharmaceutically acceptable salt of the present 
invention in a pharmaceutically acceptable oil such as peanut oil, sesame oil or corn oil The compounds, prodrugs, iso- 
mers and pharmacetjtically acceptable salts of the present invention may also be administered to animals as an 

15 implant Such formulations are prepared in a conventional manner in accordance with starulard veterinary practice. As 
an alternative, the compounds, prodrugs, isomers and pharmaceutically acceptable salts of the present invention may 
be administered with the water supply. e.g.. in the form, of a fiqtiid or water-soluble concentrate. In addition, the conv 
pounds. prodrugs, isomers and pharmaceutically acceptable salts of tNs invention may be administered in the animal 
feedstuff, e.g.. a concentrated feed addrtive or premix may t>e prepared for mixing with the norma\ animal feed, com- 

20 monly along with a suitable earner therefor. The carrier fadlitales uniform distribution of a compound, prodrug, isomer 
or ptiarmaceutically acceptak>}e salt of the present invention, e.g.. in the finished feed with which the prembc is t)iended. 
Suitable carriers include, tiut are not limited to. liquids, e.g., water, oils such as soybean, com, cottonseejd. or volatile 
organic solvents, and solids, e.g.. a small portion of the feed or various suitat>le meals including alfalfa, soybean, cot- 
tonseed on, linseed <»1. corncob, corn, molasses, urea and txme. and mineral mixes. 

25 [0232] The present invention has an aspect that relates to the treatment of the disease/dondttions descrit>ed herein 
with a comt>ination of active ingredients. In comtHnation therapy treatment both the oompotinds of this invention and 
the other drug therapies are admlntslered to mammals (e.g., humans, male or female) by conventional formulations and 
methods, as descritied above. As recognized by those skilled in ^e art, the therapeutically effective amounts of the 
compounds of this invention and the other drug therapies to t>e administered to a patient in combination ttierapy treat- 

30 ment will depend upon a number of factors, incfodtng. without Iknitation, the tMofogical activity desired, the condftion of 
the patient and tolerance for the drug. 

(0233] Since the active ingredients in combination therapy, treatment may be administered separately, the present 
Invention also relates to combining separate pharmaceutical compositions in kit form. The kit comprises two separate 
pharmaceutical compositions: a compound of Formula I, or a prodrug thereot or a geometric or optical isomer tfiereot 

35 or a pharmaceutically aoceptat)le salt of such compound, prodnig. or isomer, and a second compound as described 
atxive. The kit comprises a container for containing the separate compositions such as a divided t>ottie or a divided foil 
packet Ty(»ca11y the kit comprises directions for the administration of the separate con^x>nents. The kit form is partic- 
ularly advantageous wt>en the separate components are prefers!^ administered in different dosdge forms (e.g.. oral 
and parenteral), or are administered at different dosage intervals, or when titration of the individual components of the 

40 corrttmiation is desired tyy tfie prescr&Mng physician. 

[0234] An example of such a kit is a so-called blister pack. Bfister packs are well known tn the packagirig industry 
and are being wkiely used for ttie packaging of pharmaceutk:al unit dosage forms (tat>lets, capsules, and the like). Blis- 
ter packs ger>erally consist of a stieet of relatively stiff material covered with a foil of a preferatsly transparent plastic 
material During the.packaging process, recesses are formed in the plastic foil The recesses have the size and shape 

45 of the tat)lets or capsules to t>e packed. Next the tat)lets or capsules are placed in ttie .recesses and ttiesfieet of rela- 
tively stiff material is sealed against tfie plastic foil at the face of the foS whkii is <^>posife from the direction in wtik;h the 
recesses were formed. As a result the tat^ts or capsules are sealed in the recesses l>etween the plastic foil and the 
sheet Prefieratrfy the strength of the sheet is such that the tablets or capsules can be removed from ttie btister pack by 
manually applying pressure on the recesses wtieretiy an opening is formed in tfie sfieet at the place of the recess. The 

so tablet or capsule can then be removed via said opening. 

[0235] It may be desirable to provide a memory aid on the kit e.g.. in the form of numt>ers next to the tatilets or cap- 
sules wt)eret>y the numt)er5 corresporKJ with the days of the regimen whk:h tfie tatslets or capsules so speciherS should 
be ingested. Another example of such a memory aid is a calendar printed on the card. e.g.. as foifows "First Week, Mon- 
day, Tuesday, ...etc.... SecofKi Week, Monday, Tuesday,...' etc. Other variations of meniory aids will be readily apparent 

55 A "daily dose* can t>e a single tablet or capsule or several tablets or capsules to be taken on a given day. Also, a daily 
dose of a compound of Formula I. or a prodrug thereot or an isomer thereof, or a i^iarmaceutk^lly acceptable satt of 
such compound, prodrug or isomer, can consist of one taUet or capsule, while a dafly dose of the second compound 
can consist of several tablets or capsules and vce versa. The memory aid shoukl reflect this. 
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[0236] In another specific embodiment of the invention, a dispenser designed to dispense the daily doses one at a 
time in the order of their intended use is provided. Preferably, the dispenser is equipped with a memory-aid, so as to 
further facilitate compHance with the regimen. An example of such a memory-aid is a mechanical counter which indi- 
cates the number of dafly doses that has been dispensed. Another example of such a memory-aid is a battery-powered 
5 microchip memory coupled a liquid crystal readout, or aud9)ie reminder ^nal which, for exampte. reads out the 
date that the last daily dose has been taken and/or reminds one when ttie next dose is to l>e taken. 
[0237] Utility of the comjpounds of FoTnula I. isomers thereof, prodrugs of said compounds or isomers, or pharma- 
ceutk:^ acceptable salts of sakf compounds, isomers or prodrugs, are demonstrated by activity in one or wcte of 0ie 
assays descrit)ed t>ekiw: 

10 

ASSAY 1 

OKyggn Qonaimptiop 

15 [0238] As would be appreciated by those skilled in the relevant art, during Increased eriergy expenditure, animals 
generally consume more oxygen. In addition, metabolk: fuels such as. for example, glucose and fatty adds, are oxkHzed 
to CO2 and H2O wfth the concomitant evolutk)n of heat, conunoniy referred to in the art as thermogenesis. Thus, the 
measurement of oxygen consumption in animals, including humans and companion animals, is an indirect measure of 
thermogenesis. Indirect calorinrtetry is commonly used in animals. e.g.. humans, by those skilled in the relevant art to 

20 measure such energy expenditures. 

[0239] Those skilled in the iart understand that increased energy expenditure and the concomitant t>urnrng of met- 
abolic fuels resulting in the productk>n of heat (nay be efficacious with respect to the treatment of, e.g., obesity. As is 
well known by those skilled in the art, thyrokl hormones affect cardiac functwning. for example, by causing an increase 
in the heart rate and. accordingly, an increase in oxygen consumption with concomitant heat production. 

25 [0240] The ability of the compounds, isomers, prodrugs, and i^iannaceutksiiy acceptabfe salts thereof <rf the 
present inventk>n to generate a thermogenic response may be demonstrated aocordihg to the following protocol: 

A. fapgflfnental Suminary 

30 [0241] This in vivo screen is designed to evaluate the efficacy and cardiac effects of compounds that are tissue- 
selective tf^yroid hormone agonists. The efficacy endposnts measured are whole iKxJy oxygen cohsumptk>n and the 
activity of liver mitochondrial alpha-glycerofrfiosphate dehydrogenase CmGPDfT). The canfiac ertdpoints that are 
measured are heart weight and heart mGPDH activity Ttie protocol involves: (a) dosing fatty Zticker rats for atxMit 6 
days, (b) measuring oxygen consumption and (c) tiarvesting tissue for preparatkm of mitodKMidria and sut>sequent 

35 assaying of enzyme activity thereby. 

B. Preparatkwi of Rats. 

[0242] Male fatty Zucker rats ha^nng a l>ody weight range of firom atx)ut 400 g to at>out 500 g are housed for from 
40 about 3 to atXMJt 7 days in indivklual cages under standard lat>oratory conditions prior to the initiation of the study 
[0243] A compound of Formula I, an isomer, prodrug or pharmaceutically acceptat>le salt thereof, and a vehicle, or 
T3 sodium salt, is adirunistered by oral gavage as a single daily dose given t)etween akxMit 3 p.m. to atxMit6 p.m. for 
about 6 days. A compound of Formula t. an isomer, prodrug or pharmaceutkally aoceptatile salt thereof, or T3 sodium 
salt is dissoh^ in a suitably smaQ volume of atx>ut IN NaOH and then brougttf up to a suitable volume with atXMJt 
45 COIN NaOH containing about 0.25% of methyl cellutose (10:1. 0.01N NaOH/MC:1N NaOH). The dosing voliane is 
about 1 wL 

C. Ox ygen Coosumption . 

so [0244] AtxHit 1 day after the last dose of the conipourKJ is administered, oxygen consumption ism 

open ckcuA, indirect calorirnetef (Oxymax, Columbus Instruments. Colunibus. OH 43204). The Oxymax gas sensors 
are calflxated with N2 gas snd a gas mixture (alx)ut 0.5 % of CO2. about 20.5 % of O2, about 79 % of N2) before each 
experonent 

[0245] TY^ sut)ject rats are renwved from their home cages and their txxfy weights recorded. The rats are placed 
55 into tlie sealed ctiamt>er5 (43 x 43 x 10 cm) of the Oxymax. ttte chambers are placed in Oie activfty monitors, and the ' 
ak ffow rate through tfie chamt>ers is then set at from atxMit 1.6 Uvnan to atxiut 1:7 t7min. 

[0246] The Oxymax software ttien cakxilates the oxygen cbnsumptk>n (mL/kg/h) t>y the rats t>ased on the fk^rtafe 
of air through the chamt>ers and tfie difference in oxygen content at the 'm)ei arMf output ports. The activdy mondors 
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have 15 infrared light beams spaced about one inch apart on each axis, arui ambulatofy activity is recorded when two 
consecutive t>eams are broken, and the results are recorded as counts. 

[0247] Oxygen consumption and ambulatory activity are measured about every 10 min for from atK>ut 5 h to atxHJt 
6.5 h. Resting oxygen consumption is calculated on individual rats by averaging the values excluding the first 5 values 
and the values ot>tatned during time periods wtiere ambulatory activity exceeds atxHJt 100 counts. 

ASSAY2 

B^ng to Thyroid Hof mpp? P^ceptorg 

[0248] The abtfity of a compound of Formula I, isomers thereof, prodrugs of said oompoumis or isomers, or phar- 
maceutically acceptable salts of said compourKls. isonters or prodrugs. {**the test thyromimetic compound*), to bind to 
thyroid hormone receptors may t>e demonstrated in ttie following protocol: 

A. Preparation of insect Cell Nuclear Extracts 

[0249] High Five cell pellets {BTi-TN-5B1-4, catalogue number B855-02. Invitrogen®. Carlsbad. California) 
obtained about 48 h after infection with baculovirus (GitiGoBRL®. Gaithersburg. Maryland) expressing either human 
TRa or TRp (Institute Pasteur de LiHe. France) are suspended in ice cold Sample Bufl^r (10 mM Tris. pH 8.0; 1 mM 
MgCl2; 1 mM DTI; 0.05 % Tween 20; 1 mM 4-(2-aminoethyl)t)enzenesulfonyffluoride; 25pg/mL leupeptin). After about 
10 min hcubation on ice. the suspension is honrKjgenized by 20 strokes with a Oounce tionniogenizer (VWR® Scientific 
Products. West Chester, Pennsylvania) and centrifuged at 800xg for about 15 min at 4**C. The pellet (nuclei) is sus- 
pended in a hypertonic bufter (0.4 M KCI; 10 mM Tris, pH 8.0; 1 mM Mga2 1 mM DTT; 0.05% Tween 20) and incut>ated 
for atxMit 30 min on ice. The si^pension is centrifuged at lOO.OOOxg for about 30 min at 4**C. The supernatant (nudear 
extract) is stored in 0.5 mL aliquots at -80''C. 

B, Binding Assay 

[0250] Competition binding assays to measure the interaction of the test thyromimetic compounds with thyroid hor- 
mone receptor a1 and pi (TRa and TRp) are carried out according to the following protocol: 

[0251] Solutions of test thyromimetic compounds (final compound concentratfon of 20 mM) are prepared using 100 
% OMSO as a soh^nL Each compound is serially diluted In an assay buffer (5 mM Tris-HCl, pH 8.0; 50 mM NaCI; 2 mM 
EDTA; 10 % (v/v) glycerol; 1 mM OTT. "assay t)uffer') containing 0.4 nM ^^^-T^ (commercially avaitatjle) (specific activ- 
ity of about 220 Ct/mmol) to yield solutions ftxai varied in compourKi concentration from about 10 |iM to about 0. 1 nM. 
[0252] High Five Insect ceH nuclear extract containing either TRa or TRp is diluted to a total protein concentration 
of 0.0075 mg/mL using the assay buffer as diluent 

[0253] One volume (100 |iL) of each thyromimetic compound dilution (containing 0.4 nM ^^^T3) is comtMned with 
an equal volume (100 jiL) of diluted nuclear extract containing TRal or Tf^l, and incut>ated at RT- for about 90 min. A 
150 fiL sample of the tMnding reaction is removed and placed into a 96-well filter plate (Millipore®, Bedford, Massachu- 
setts) that has been pre-washed with ice-cold assay buffer. The plate is sut)jected to vacuum, filtration u^ng a filtratfon 
manifold (MiUipore®). Each wefl is washed five times by the additfon of 200 of ide-ooid assay buffer and sul>sequent 
vacuum filtration. The plate is removed from the vacuum fittraUon manifbld, tfie bottorh 'of the ptete is briefty dried on 
paper towels, then 25 pL of Wallac® (EG&G Wallac®, Gaith^burg. Maryland) Optiphase Supermix sdntillatfon cock- 
tail is added to each well and the top of ttie plate is covered with plastic sealing tape (Miooplate Press-on Adhesive 
Sealing RInv Padcard® Instrument Co., Inc.. (Downers Grove. Ilfinois) and the radioactivity is quantitated using a Wal- 
lac® Microbeta 96-Wefl f^te sdritHlation counter. 

[0254] The following compouiKis of the present invention are preferred: 

8-Q6^2.8Kiichloro-4-(4.5KfihydrO'3,5Kfioxo-1,2.4-tr'»zine-2(3H^^ 
azatNcydo(3.2.1]octane-3.2'-(3>l>-d3iydro-furan]; . 

2-{3,5KfKiiloro-4-|3^3.3-dimethyJ-piperidine-1 -sulfonyl)-4-hydroxy-phenax^-pt)enyl}-2H-{1 A41triazine-3.5-dione; 

2-(3.5-dichloro-4-(4-hydroxy-3-(3-methyl-3-phenyt-piperidine-1-sulfo^ 

dione; 

NH:yclohexyl-542.6'dichloro-4-{3.5KliQxo-4.5-dihydro-3H-[1.2.4]t^ 
mide; 

hK»cyctoI2.2.1]hept-2-y|.5l2.6<lichloro-4-<3.5-di^ 

zamtde; -.--=r. - 

2-{3.5-dtchfora^43-(3.3-dirnethyl-ptperidtne'1-cart)onyl)-4-hy^^ 
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N-bicydol2.2.11hept-2-y!-5-I2.6-dichloro-4-(3.5<fk)xo-^ 
zamide; 

2^3.5-<fichlor<>-4^44iydroxy-3-{3-methyl-3H>henyJ-piperid^ 
dtone; 

5-[2.6-dkiik)ro-4-(3.5-dioxo-4.5-dihydfO-3H-[1.2,4Jtrte^ 
2-hydroxy-benzafnide; 

2^3,5Kfichloro-443-(3,5-dimethyli)iperidine-lK»^ 
dione; and 

2H3,5Hrrchlofo-4^4-hydroxy-3-(piperidine-1-cart)onyl)^ 

[0255] The following compounds of the present invention are also prefeaed: 

2^3-Chlofo-(3-cydobutytmethanesulfonyl-hydroxyi)henQ)^ ,2,4Jtriazine-3.5-dione; 

2^3,5-DichOTo-443-cyck)butylmethanesulfonyl-4-hydroxy-phenoxy)-^^ 

2^3.5-Dimethyl-4-(3-cyclot)utylmethanesuffonyl-44iydroxy-phenoxy)i)henyO^ 

2^3-Chloro-4-(3K;yclopentylmethanesu^fonyl-441yd^oxy^)henoxy)-5-mettv^ 

2-{3,5-Dk*rforoh4-(3-cyclopentylnf»ethanesul^^^ 

2^3.5-D^methyl-4-(3-cydopentylrnethanesuIfonyl-4-hydroxy-phenoxy)-phe^ 
243-Chloro-4-{3-cyck>hexylmethanesulfonyM-hydroxy-phenoxy)-5-metf^ 

243.5-Dichloro-4-<3-cydohexylmethanesulfonyM-hydroxy'f>he^ .2,4Jtriazine-3,5-dk)ne; and 

243.5-DimethyM^3K:ydohexylmethanesulfonyM^droxy^^ 

[0256] The following Preparations and Examples are provided solely for the purpose of fllustration and do hot limit 
the invention which is defined by the claims. 

PREPARATION 1 

4-(3-BfonK>-4-methoxyphenQxy)-^,5-dimethylnitrol)enzene 

[0257] To a solution of 3.5-dimethyM-(4'*methoxyphenoxy)nitrobenzene (4.0 g) (J. Med. Chem. 1995. 38. 703) in 
chloroform (150 ml) were added N-l>rDmosuccinrm?de (2.6 g) and trifluoroacetic add (1.1 ml), and the resulting mixture 
was heated under reflux for 90 min. Additional portions of N-l)romosuccinimide (2.6 g) and trifluoroacetic add (1.1 ml) 
were added, followed t>y further heating for 18 h. The reaction was washed with sodium btcarlK>nate, dried (Na^04) 
and concentrated to afford the title compound as an orange solid (5.0 g). MS Calc: 351 ; Found: 352 (M+1). 

PREPARATION 2 

4-(3-Biomo-4-methoxy-phenoxy)-3.5-dimethyH>henylamtne 

[0258] A mixture of the compound (5.0 g) of PREPARATION 1 and 10% palladium on cart>on (0.6 g) in etiiyl acetate 
(100 ml) was hydrogenated at 50 psi (about 3.4 atm) for 3 h. The reaction was filtered through C^efite® and concentrated 
to afford the title compound as a yeBow solid (4.3 g). MS Calc: 321; Found 322 (M-^l). 

PREmRATfONS 

({[4-(3-Bromo^HneChoxy:phenoKy)-3.5'dime^ add ethyl ester 

[0259] To a suspension of 4-(3-bionio-4-n[iethoxy-phenoxy)-3.5-dimethyl^henyfa (2.0 g) of PREPARATION 2 
in 6N liydrochloric add (45 mf) at 0 *^ was added dropwise a solution of sodium nitrite (560 mg) in water (1 .25 ml). After 
stirring 30 min at 0 this solution was added hn portions to a mixture of etl^lcyanoacetylurethane (2.4 g) and pyridine 
(12 ml) in water (150 ml) at room temperature. The resulting sofids were collected, washed with water, and dried to 
afford the t^ compound as an orar^e solkl (1 .5 g) which was used drectly. 

EXAMPLE 1 

2-(4-(3-Bromo-4-fnemoxy-i)henaKy)-3.5-dtn[iethyl-phen^^ 



[0260] A solution of ({I4-(34)ronK>-4-methoxy-pl>erK)xy)-3.5-dimethyf-phenyq4iydra^ 
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add ethyl ester (1 .0 g) of PREPARATION 3. potassium acetate (200 mg) and acetic acid (1 1 ml) were heated to 120X 
for 5 h. The reaction was concentrated, water was added, and the resulting solids were collected and dried to afford the 
title compound as a yellow solid (895 mg). Calc: 442.0; Found: 441.0 (M-1). 

5 EXAMPLE 2 

[0261] 2-[4^3-Bromo-4-inethoxy-i)herKWy)-3.5<lin(iethyl^ 
boxylicactd 

[0262] A solution of 24f^3-bromo-4-methoxy-phenoxy)-3,5Hliniethyl-phenylJ-3.5KrK>x^^ 
10 [1 J2,4)triazine-6-caftx>nitrile (700 mg) of EXAMPLE 1. hydrochloric add (5 ml) and acetic add (5 mi) was heated to 
120*^0 for 3 h. The resulting solids were filtered, rinsed and dried to aflbixJ the title compound as a t>rown solid (593 mg). 
MS Calc.: 461.0; Found: 459.7.(M-1). 

EXAMPLE 3 

IS 

2^4-<3-Bromo-4-methoxy-phenoxy)-3,5-dim€thyli)henylJ-2H-{1,2,4]triazine-3,5-dione 

[0263] A mixture of 2-I4-(34)fomo-4HTiethoxyi>henoxy)-3,5HJinriethyli>henylJ-3,5^ 
(1.2.4]triazine-6-cart>oxyac add (0.3 g) of EXAMPLE 2 and thioacetic acid (0.6 ml) was heated at 170 for 4 h. The 
20 mixture was diluted with ethyl acetate, washed with saturated sodium t>icart>onate, and dried with sodium sulfate to 
afford a crude brown oil (0.6 gj. Chromatography on silica gel. eluting with ethyl acetate and hexanes. gave the title 
compound (160 mg) as a yellow foam. 

MS Calc.: 417.0; Found: 416.1 (M-1). 

25 

EXAMPLE 4 

2«[4-(3-Brorno-44iydroxy-^enoxy)-3*5-dinnethyti>henyl]-2H41.2,4]tri^^ 

30 [0264] Prepared from 244-(3-l)romo-4-methoxyi3henoxy)-3,5-dimethyl-phenyl}-2H41.2,4]triazine-3,5^ (25 
mg) of EXAMPLE 3 in an analogous manner to that descril>ed in EXAMPLE 9 below to give the title produd (12 mg). 
MS Calc.: 403.0; Found: 401.9.(M-1). 

EXAMPLE 5 

35 

244-(3-Bromo-44iydroxyi3henoxy)-3,5Klimethyl-phenylJ-3.5-dioxo-2,3.4,54etiah^^ ,2,4]triazine-6-cartx)xylic add 

[0265] To a solution (40 nU) of 244-(3-l>romo-4-methoxy-phenoxy)-3,5Kfimethyl-phenyll-3.5K^ 
dio-{1 ^.4]triazine-6-cartx>xyfic add (800 mg) in methylene chloride (40 ml) was added t)oron.trit»romide (5.2 ml of a 1 .0 
40 M sokition). After stirring for 18 h, tl>e reaction mixture was poured over ice and stirred at room temperature for 3 h. The 
reaction was extracted ttwee times with IN potassium hydroxide, and ttite aqueous layers were comt>tned, actdified to 
pH 2 with hydrochloric add, and extraded three times with ethyl acetate. The organic phases were comt>ined, washed 
vinth twine, dried and concentrated to give fluffy yellow solid (408 mg) of the title compound. MS Cala447 ; Found: 446 
(M-1). 

45 

EXAMPLE 6 

.2-|4-(3-Bromo-4Hnethoxy-phenoxy)-3,5^imethyl-phenyl]-4-(2-^^ ,2.4Jtria2ine-3,5- 
dione 

50 

[0266] Prepared from 2-H-{34>ro^KM-nlethoxyi3henoxy)-3,5Kiimelhyl-phenyl^2H^1,2.^ (40 
mg) of EXAMPLE 3 in a manner analogous to that descn1)ed in EXAMPLE 10. Step A t>elow to give the title product (36 
mg). MS Caic.:547; Found: 546 (M-1). 



55 
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EXAMPLE? 

2^4-(64yflethoxy-biphenyl-a-yloxy)-3,5-dimethyl-phenytJ-4-<24rnn^ 
dione 

[0267] To a sofut'ion of 2-(4-(34)rorTK>-4-methoxy-i)henoxy)-3,5-dimethyl-phenyO-4-{2-W 
lhyl)-2H^1.2.4]triazine-3,5-dione (36 mg) of EXAMPLE 6 in degassed DMF (1.1 ml) were added sequentiany tet- 
rakis(tr^henylphosphine)-paaadiuin(0) (7.5 mg). phenylboronic add (24 mg) and 2M aqueous sodium carbonate (0.13 
ml). The resulting mbeture %vas heated at 80'*C under nitrogen for 45 h, then additional portions of tetrakis(triphenylphdS' 
phine)paUadium(0) (7.5 mg), phenylboronic add (24 mg) and 2M aqueous sodium cartx>nate (0.13 ml) were added fol- 
lowed by further heating for 18 h. The reaction was diluted with water (4 ml) and extracted with ettiyl acetate, then 
chloroform. The organic layers were washed with brine, dried and concentrated to afford the crude product (43 mg). 
Purification using silica gel cfiromatography gave the title compound (30 mg). MS Calc. 546:; Found 545 (M-1). 

EXAMPLE 8 

244^6-Hydroxy-biphenyI-3-yloxy)-3.5-dimethyl-phenyll-2H-(1 .2.4]triaztneT3,5-dione 

[0268] Prepared from 2^4^6-methoxy-biphenyt-3-ytoxy)-3,5-dimethyH)henyQ-4-(2-lrimethyl»ta^ 
2H-{1.2,4Jtriazine-3,5-dione (30 mg) of EXAMPLE 7 in a manner analogous to that described in EXAMPLE 10, Step D 
below to give the title product (3.4 mg). MS Calc: 401; Found 402 (M+1). 

EXAMPLES 

hK542,6-Dichloro-4-(3,5-dioxo-4.5Kiihydro-3H-(1,2.4]triaztf^ 
Step A 

2-{3.5-Dichloro-4-(4-methoxy-3-nifro-phenoxy)-phenyl}-2H-I1 ,2,4]triazine-3.5-dione 

[0269] To a cooled (0**C), stirred solution of nitric add (20 mL) in acetic add (65 mL) was added 2^3.5-dichlor<M* 
(4-methoxy-pherKXxy)-phenyl)-2H-(1.2,4]triazine>3.5-dione (5.Gg) and the resulting mixture was allowed to stir at amtM- 
ent temperature for 1.5 h. The resulting solution was poured into 400mL of water, the resulting solids filtered and dried 
to afford the title compound of Step A as a yellow solid. 5. 1 g. MS Calc.:425.2; Found: 422.9. 

StepB 

243,54>fChloro;4-(4-fnethoxy^3Hiitiro^ ethoxymethylH1.2,41trSzine-3,5-dione 

[02701 To a cooled (0**C) solution of 2^3,5HJichl6^o-H4-r^ethoxy-3-nitro-phenoxy)i>henyO-2^ 
(fione (5.2 g) in DMF (50 mL) was added sodium hydride (580 mg. 60% m oil) and the resulting mixtmre was allowed to 
stir at ambient temperature for 30 nun. 2-(Trimethyte^^ (2.6 mL) was added dropwise and the 

resuttihg solutfon was allowed to stir at room temperatifle for3 h. The reaction was quenched Mo 1:1 watersaL anrimo* 
rmim cfiloride arKi extracted (2x) with ethyl acetate. The comtMned organic layers were washed with brine, dried 
(Na2S04), concentrated arid purified by flash chromatography on silica gel (20% acetone/hexanes) .to afford the fiOe 
con^pound of Step B as a yellow soOd. 5.3 g. 

StepC 

243.54)ichloro-4-(3-amino-4-fnethoxy'i)henoxy)-phenyIh2H-4-^ ethoxymethylHI .2,41triazine-3.5- 

dfone 

[02711 A solution of 243.5^idiloro^-(4-methoxy-3-nrlroi)henoxy)-phenyl^2H-4^(2-(tri^^ ethoxymethyl}- 
I1.2,4Jlriazine-3.5-dione (5.3 g) in ethyl acetate (100 mL) was hydrogenated (50 psi H2. which is about 3.4 atm) over 
10% paDadiunvon-cartKm (1.6 g) for 6 h. Filtration ttvough Cefite® and concentration in vacuo afforded the title conv 
pound of Step C as a yellow foam. 4.9 g. 
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StepD 

N-{542,6-0ichlofo-4^3,5KJk)xo-4,5HJihydro-44(2-(trimeth^^^ ethQxyrnethyO'3H-(1.2,41triazirv2-yl)-phenoxy]'2-meth- 
oxy-phenyl}-acetamide 

[0272] To a solution of 2-{3.5-dich!oro-4-<3-amino-4-fnethoxy -phenoxy)-phenyl]-2H-4-{(2-<trimethylsflyl)»ethoxyme- 
lhylJ-(1^.4Jlria2ine-3.5-dione (200 mg) in dichloromelhane (0.4 mL) was added triethyfamine (80 pL) and acetyl chlo- 
ride (30 |iL). After 20 h, the reaction was poured into water, extracted with ethyl acetate, the organic phase washed with 
t)rine, dried (Na2S04). corK:entrated in vacuo and flash chronriatographed on stfica gel (30% acetone/hexanes) to afford 
the title compound of Step O as an off-white foam, 21 8 mg. 

StepE 

N^5-{2.64)krfik)ro-4-^3,5-dicxo4,5-difiydro-3H41,2.4]triazin-2-^ 

[0273] To a cooled (0**C). stirred solution of N-{5^2.6-dichloro-4-(3.5-dioxo-4.5Klihydro-4-((2-(trimethylsilyl) 
ethoxymethyi)-3H-(1^.4]trlazin-2-yl)-phenoxy]-2HnefhoKy-phenyl}^ (215mg) in dichloromethane (4 mL) was 

added tmon trtlKomide (18 pL) and the resulting solution was allowed to stir at amt>ient temperature for 20 h. The reac- 
tion mixture was poured over ice. stirred for 0.5 h and extracted with ethyl acetate. The organic phase was dried 
(Na2S04). concentrated in vacuo and flash chromatographed on silica gel (30-50% acetone/hexanes) to afford the title 
compound of this EXAMPLE as a colorless foam. 101 mg. m.p. = 101-109X. MS Calc.:423.2; Found:423.0. 
[0274] Using the appropriate starting materials. EXAMPLES 9-1 to 9-1 1 were prepared in an analogous manner to 
that described in EXAMPLE 9. 

EXAMPLE 9-1 

rH5-[2,6-0ichkxo-4-(3.5-dicx<>4.5-dihydro-3H-(1.2,4]triazin^^^ 
[0275] 

MS Calc.:485.3; f=ound:485.0. 
EXAMPLE 9-2 

N-(5-[2,6-Dichk)ro-4-(3,5-dioxo^,5-dihydro-3H-[1,2,4]triazin-2-yl>-pheno^^ 
[0276] 

MS Calc.:451.3; Found:451.0. 
EXAMFl£9-3 

CydohexanecarboxyTK: add {S-[2.6-dichiorD-4-(3.5-dioxo-4,5-daiydro-3H-[1,2.4]triazi^ 
nyl}-amide 

(02771 

MS Calc.:491.3: R)und:491.0. 
EXAMPLE 9^ 

N-{5H2.6-Dichloro-4-(3,5Klioxo-4.5-dihydro-3H-(1.2.4]triazin-2-yl^^ 
[0278] 

MS <:alc.:486.3: Found:486.0. 
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EXAMPLE 9-5 

5-Methyf-isoxa2ole-3-carboxylic add {5-I4-(3,5-dioxo^.5-dihydro-3H^1.2,41triazln-2-yl)-2.6^ 
hydroxy-phenyl}-fnelhyl-amide 

5 

[0279] 

MS Cate.: 463.5; Found: 462.2 (M-l). 
10 EXAMPLE9^ 

5-Methyl-isaxazole-3-cart)Oxylic acid {544-(3.5-dioxo^.Mihydro-3H41.2,41tria2in-2-yl^^^^ 
hydraKy-phenyf}-amide 

15 [0280] 

MS Calc.: 449.4; Found: 448.2 (M-1). 
EXAMPLE 9-7 

20 

^j^5-(4-(3^5.[)toxo-4.5-dihydn>*3H-[1.2.4]triazih-2-y^^^ 
benzamide 

[0281] 

25 

MS Cate.: 528.5; Found:527.1 (M-1). 
EXAMPLE 9-8 

30 N-{5r{2,6-OkrfUoro-4-(3.5-dk>xo-4,5-dihydro-3H41,2.4]lriazin^^^ 
zamide 

[0282] 

35 MS Calc.: 569.3; Found: 567.1 (M-1). 
EXAMPLE 9-9 

N^542,6-OkiilofcM-(3,5-dkixo-4.5-dihydro-3H41.2.41l^ 
[0283] 

MS Cakx: 503.3; Fbund:501.1 (M-1). 

45 EXAMPLE 9-10 

N4542,6-DkiilafD-4-(3,5^teo-4.5-dihydro-3H-{1^ 
zamide 

50 [0284] 

MS Calc: 553.3; Found: 551.1 (M-1). 
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EXAMPLE 9-11 

5-MethyHSoxa20le-3-cart)oxylic add {5^2.6-<flchIofD-4-(3.5-d^oxo-4.5-d^hyd^>3H^1.2.4J^ 
hydroxy-phenylj-^ide 

[0285] 

MS Calc.:490.3; Found: 468.2 (M-1 ). 
EXAMPLE 10 

H5^2.6-DichlofO-4-(3.5<fioxo^,5KJiMn>-3H^1,2,4l!ri^ 
phenyl)-urea 

Step A 

243.5-Dlchtoro-4-{4-methoxy-3-nitro-phenoxyH>henyO-4-(2-^ 

[0286] To a solution of 2^3,5-dk:hloro-4-(4-methoxy-3-^^l^o-phenoxy)-pheny!l-2H^^ (1.32 g. 

3.1 mmol) in 12 mL of DMF at OX was added sodium hydride (60% dispersion in mineral oil. 0.15 g. 3.7 mmoO- After 
stirring at 0°C for 5 min, the mixture was stin^ed at room ten^perature for 30 min as a dear reddish brown solution. To 
the solution at room temperature was added SEMCI (0.63 g. 3.74 irmiol). After stirring at room temperature for 20 h. 
the solution was diluted with H2O (30 mL) and extracted with EtOAc (2 x 50 mL). The combined EtOAc extracts were 
washed with IN HCI (100 mL). HjO (3 x 50 mL). brine (100 mL). dried and concentrated. The residue was dissolved m 
CH2CI2 followed by addition of ether to give the title compound (0.83g) of Step A as fight brown crystals. hIMR (400 Mhz, 
CO3OD) d 0.02 (m, 9H). 1.01 (m, 2H). 3.75 (m. 2H), 5.45 (s, 2H). 

StepB 

2H3.5-Oichloro-M4-methoxy-3-amino-phenoxy)-iJhenyl]-4-(2-trimethyte 
dione 

[0287] To a solution of 243,5'dfChloro-4-<4-methoxy-3-nitro-phenoxy)-phenyO-4-(2-trimethyl-sila 
2H41 ^ .41triazine-3.5-dione (0.83 g. 1 .6 mmol) in a mixture of EtOH/EtOAc (75mU50mL) was added 10% Pd/C (0.25g). 
The mixture was hydrogenated at loom temperature under 40 psi (atxHJt 2.7 aim) hydrogen pressure for 20 h and fil- 
tered through Celite®. The filtrate was concentrated to give the title compound (0.73g) of Step B as a brown solid which 
was used in the next step without purificafion. MS Calc.; 525.5; Found: 524.1 (M-1). 

StepC 

1^5^2,6-Dichloro-4-(3.5-dioxo-4-(2-trffnethylsilanyl-ethoxy-methyI) 4.5-d^hydro-3H^1 ;2.4Jtria2i^-2-yl)-phenoxy^2- 
methoxy-phenyl}-3-(4-trifluoro-methoxy-phenyl>-urea 

{0288) To a solution of 243,5Klichk)ro-4-(4-methoxy-^aminoi)henoxy)-phenyf}^ 
ethoxymethy>-2H-{1.2.4]friazine-3.5-dione (1(K) mg. 0.19 mmol) in 3 mL of CHjClj was added dfisopropylettiylamine 
(29.5 mg. 0.23 mmol) and 4-tri(iuoro-methoxyphenyl isocyanate (60 mg, 0^ mmol). The resulting mixture was stored 
at room temperature for 20 h, quenched with HjO (5 mL), and extraded with CH2CI2 (3 x 10 mL). The confined 
extracts were washed vM\ safd NaHCOa. IN HCI, water, (fried and concentrated. The residue was purified by prepar- 
ative TLC (40% EtOAC in hexanes) to give the title compound (75^9 mg) of Step C as a off-white solid. MS Calc.: 728.6; 
Found: 729.7 (M^^l). 

StepD 

1 -{542.6-Dichloro^-(3.5Krioxo4.5-daiydro-3H-{1 .2.41triazin•2-yl)^>hehoxy^2-hydroxy-phenyl>-3-(44rif!uoron^ 
phenyt)-urea 



10289] To a solution of 1 -{5-{2,6-dtchIoro-4-(3,5-dioxo-4-(2-trimethylsilanyl-ethoxyHnethy^ 
azin-2-yl)-phenaxy}-2-niethoxy-phenyl}-3-(44rifluoronielhoxy-pheri (72 mg. 0.1 mmol) in CH2CI2 was added 
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dropwtse BBr3 (IM in CH2CI2. 4,0 mL. 0,4 mmol). The mixture was stirred at room temperature for 18 h and quenched 
with water (10 mL). After stirring at room temperature for 1h. the quenched mixture was extracted with CH2CI2 (3x10 
mL>. The combined CH2CI2 extracts were dried and concentrated. The residue was purified by preparative TLC (10% 
MeOH in CHjClg) to afford the title compound (25.4 mg) of this EXAMPLE, MS Calc,-584.3 Found:581.8 (M-1). 
5 [0290] Using the appropriate starting noaterials. EXAMPLES 10-1 to 10-4 were prepared in an analogous manner 
to that described in EXAMPLE 10. 

EXAMPLE 10-1 

10 1-(2.4-Difluoro-phenyl)-3^544-(3.5Klioxo^.5-dihydro-3H41.2.4]tria2in^^^ 
urea 

[0291] 

15 MS Calc.;495.5; Found:494.2 (M-1). 
EXAMPLE 10-2 ^ 

1- (3»4-Dichloro-phenyl)-3^544-(3.5-dioxo^.5KJihydro-3H-I1.2.41triazih-2-yl)-2,6-d^^ 
20 urea 

[0292] 

MS Calc.:528.4; Found:528.1 (M-1). 

25 

EXAMPLE 10-3 

1^5_{4.^3.54)joxo-4,5-diTiydro-3H-[1.2,4Jtriazin-2-yO-2.6-dimethy^ 
pfienyl>-urea 

30 

[0293] 

MS Calc.:543.1; Found:542.2 (M-1). 

J5 EXAMPLE 10-4 

145-[2,6-Dichtoro-4-(3.5-dioxo-4,5-dihydro-3H-{1.2.41triazm^^^ 
urea 

40 [0294] 

MS Calc.:569.1; Found.*567.8 (M-1). 
EXAMPLE 11 

45 

2- {4-(4-Hydraxy-34sopfopyl-pheiKixy)-3.5Klimethyl^^ A4J-triazme-3,5-diohe 

[0295] According to the procedure descra>ed fw 243.5-<fichlar<HH4-hydroxyirfienQxy)-phenyO-2K^ 
3.5-dione. the title compound of this EXAMPLE was prepared. MS Calc: 367.4; Found: 366.0 (M-1). 

50 
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EXAMPLE 12 

N-{5-[2,6-Dichloro-4-(3.5Kik)xo-4.SKiihydro-3H41.2,4]triazin>2-yi)-(^^ 
mide 

Step A 

2-{3.54Dichloro^-(3-amirK>-4-rnethoxy>phenoxy)i>henyl]-2H-[1.2/^^ 

[0296] A solution of 243,5KJ1chkKO-4-(4-mettw5xy-3-nitro-phenoxy>-phenyl]-2H41,^ (1.1 g) in 

ethanol (40 mL) and ethyl acetate (4 mL) was hydrogenated (45 psi wtiich is about 3.1 atm) over 10% palladium-on- 
carfoon (300 mg) for 4h. The reaction was filtered and concentrated in vacuo to afford the title compound of Step A as 
a dark foam, 1.0 g. 

StepB 

N-{5-{2,6-Dtchloro-4<(3.5<lioxo-4.5^ihydro-3H-(1^.4]triazin-2*yl)^ 
fonamide 

[0297] To a stirred solution of 2-{3.5-dichloro-4-(3-amino-4-methoxy-phenoxy)-phenylJ-2H-{1 .2,4Jtria2ine-3,5-dione 
(100 mg) in pyridine (1 mL) was added 4-fluorot>enzenesulfonyl chloride (59 mg) and the resulting solution was allowed 
to stir at room temperature for 1 h. The reaction solution was poured oveir water, extracted with ethyl acetate, the or^ganic 
layer washed with IN hydrochloric add, water, brine, dried (Na2S04), concentrated in vacuo and flash chromato- 
graphed on silica gel (40% acetone/hexanes) to afford tlie title compound of Step 6 as a tight-yellow colored sofid. 115 
mg. m.p. 90-96**C, MS Calc.:553.4: Found:550.9. 

StepC 

N-{542,6-Dichloro-4-(3,5-dioxo-4,5-dihydro-3H41.2,4Jtriazin-2-yl)-phenoxy^ 
fbnamtde 

[0298] To a cooled (OX), stirred solution of N-{5H[2.eKJichloro-4'(3.5-dioxo^,5^ihydro-3H^1.2,4]triazfn-2-^^ 
nox^2-mettK}xy-phenyt}-4-fluorot>enzenesulfonanrude (96 mg) in dlchloromethane (5 mL) was added tx)ron tribromide 
(64 pL) and the resulting solution vfBs allowed to stir at ambient temperature for 4h. The reaction mixture was poured 
over ice. stirred for 0.5 h and extracted with ethyl acetate. The organic phase was dried (Na2S04), concentrated in 
vacuo and flash chromatographed on silk:a gel (40% acetone/hexanes) to afford the title compound of this EXAMPLE 
as a colorless foam. 68 mg. mjp. 222-225'C (dec). MS Calc.:539.2 Found:536.8. 

[0299] Using the appropriate starting materials. EXAMPLES 12-1 to 12-30 were pr^ared in an analogous manner 
to that described in EXAMPLE 12. 

EXAMPLE 12-1 

N-{5-(2.6-(3ichlora-4-(3.&-diaxo-4,5-ditiydro-3H-[1.2.4]triazin-2-yl)-phe^^ 
fonamide 

[0300] 

MS Calc.:549.4: Found.-546.9. 
EXAMPLE 12-2 

|sH5-{2.6-Ot(iiloro-4-(3,5-dioxo^.5-drhydro-3H-{1.2.4]triazin-2-yl)-pheno^ 
fonamide 

[0301] 



MS Calc.:535,4; Found:533.0. 
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EXAMPLE 12-3 

N-(44542.6-Dichloro-4-(3,5<liox<M.5HJihydro-3H41,2.4Jtri 
acefamide 

5 

[0302] 

MS Calc.:578.4; Fbund575.9. 
10 EXAMPLE 12-4 

Benzo(1,2.5)oxacfiazol&4*sijHbnic add {5^2.6-diChkKO-4-(3,5^Jioxo-4,5Klihydfb^ 
hydroxy-phenyi}-amide 

15 [0303] 

MS Calc.:563-4; Found:560.9. 
EXAMPLE 12-5 

20 

l-Methyl-IH-imidazoM-suHbnic add {5^2.6-didlloro-4-<3,5^ioxo-4.5Klihydro.3H^^ 
hydroxy-phenyiy-amide 

[0304] 

25 

MS Calc.:525.3; Fotind:522.9. 
EXAMPLE 12-6 

30 5<:hlofO-1,3-diiTOthyI-1H-pyfazoie-4-sulfonic add {542,6-d'K:htoro-4- (3.5Hlioxo-4.5-diliydro-3H^1.2.4Jtriaziri-2-yl)- 
phenoxy]-2-hydroxy-phenyl}-amide 

[0305] 

35 MS Calc.:573.8; Found:570,9. 
EXAMPLE 12-7 

3.5-Dimethy1-isoxa20le-4-suH6nic add {5-(2fi-4\dMoroM3,5-dU^ 
40 hydroxy-phenyi}-amide 

[03oq 

MS Calc.:540.3: F6und:538.0. 

45 

EXAMPLE 12*8 

2.4-Oiinethyl-thiazole-5-suffonic add {5-{2.6-dtdUoro-4-{3.5KJk)xo^,5Kfihydr<>T3H^1^,4J^^ 
hydraxy-phenyl}-amide 

50 

[0307] 

MS Calc.556.4; Found:553-9. 
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EXAMPLE 12-9 

5-lsoxazol-3-yMhiophene-2-sulfonic acid {5-C2.6-dichIoro-4-{3,5-dioxo-4,S^Jihydro-3H-{1 .2,41tria2in.2-y^)-phenoxy^2- 
methoxy-phenyl}-afTude 

5 

[0308] 

MS Calc.; 608.4 Found:605.9. 
10 EXAMPLE 12-10 

5^1-Methyl-5-trifluoromethyl-1H-pyra2oh3-yi)-thiophene-2^^ add {5-(2.6-dichloro-4-(3.5-dioxo-4,5-dihydro-3H- 
(1 ,2,4Jliiazin-2-yl)-phenoxyl-2-methoxy-phenyiy-amide 

15 [0309] 

MS Calc.:689.4; Found:687.0. 
EXAMPLE 12-11 

20 

5-Ben2enesulfonyMhiophene-2-sulft)nic add {5-I2.6-didiloro-4-{3.5-dioxo^,5-dihydro-3H-I1 .2.4]triazin-2-yl)-^ 
2-hydroxy-phenyl}-amide 

[0310] 

25 

MS Calc/.667.5; Found:664.9. 
EXAMPLE 12-12 

30 5-(1-Memy»-S4rifluoromethyH H-pyrazol-3-yf)-thiophene-2-suIfonk: add {542,6Klidiloro^-(3,5Klkixo-4.5-dihydr<>-3H- 
(1 ,2.4Jtria2in-2-yl)-phenoxyJ-2-hydroxy-pheny!}-afnide 

[03111 

35 MS Calc.:675.4; F6und:672.9. 
EXAMPLE 12-13 

5-lsoxzoI-3-yl-thiophene-2-sulfonic add {5-(2.6-didilc)ro-4-(3,5-dioxo-4.5-dihydio-3H-{1 .2.4]tria2m-2-yl)-phenoxy}-2- 
40 hydroxy-phenyf}-amide 

[0312] 

MS Calc.:594.4; Found:591.9, 

45 

EXAMPLE 12-14 

hH5-(2-Chloro^3,5^Jiaxo-4,5-dihydrD-3H^ 
mkSe 

50 

[0313] 

MSCalc.:500^; Found:499.1 (M-1). 
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EXAMPLE 12-15 

N^5^2-Chlo^(>4-(3,5-dk}xo-4,5-dihydro-3H-I1.2.4]triazi^^^ 
nesutfbnarrade 

5 

[0314] 

MS Cakx:518.9; Found:517.1. 
10 EXAMPLE 12-16 

4-CWoro-N^5^2-chIo^o-4-(3.5-dioxo-4.5-diM^o-3H^1,2.^ 
nesulfonanude 

IS [0315] 

MS Calc.:535.4; Found:533,0. 
EXAMPLE 12-17 

20 

N-{5-f2-Chk)ro-4-(3.5-dioxo-4.5-dihydro-3H-[1.2,41lriazin-2-yl)-^ 
benzenesutfonamide 

[0316] 

25 

MS Cala:568.9; Found:567.0. 
EXAMPLE 12-18 

30 N-{5-(2-Chk)ro-4-{3.5-dioxo-4.5-dihydro-3H-I1 .2.41triazin-2-yO-6-methyl-phenaxyJ-2-h^ 
nesutfonamide 

[0317] 

35 MS Calc:525.9; Found:524.1 . 
EXAMPLE 12-19 

N-{5-{2-Chtofa4-{3.5-dioxo-4.5-dihydfO-3H-{1 ,2.41lria2iiv2-yl>€-methyl-phe^^ 
40 anesulfonamide 

[0318] 

MS Calc.:515.0; Foimd:513,1, 

45 

EXAMPLE 12-20 

2-Chkxo-N^5-I2-chtoro-4-(3.5-dioxo-4.5-dUiy^ 
nesutfonamide 

50 

[0319] 

MS Calc.:535.4; Found:533,0. 
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EXAMPLE 12-21 

NH542-Chloro-4-{3.5-dioxo^.5-dihydro-3H-ll.2.41triazin-2-yl)^^ 
benzenesulfonamide 

5 

(03201 

MS CaJc,:568.9; Found:567.1. 
10 EXAMPLE 12-22 

NK542.6-Dibrom<>^-(3.5^xa^.5^df0.3H-(1.2.4Jt^^ 
(onamide 

15 [0321] 

MS Calc.:628.2; Found:626.9 (M-1). 
EXAMPLE 12-23 

20 

hK5-I2.6-Oibromo-4K3.5-dioxo-4,5-dihydro-3H-[1.2,4Jtria2i 
[0322] 

25 MS Calc.:610-2; Found:608.8. 
EXAMPLE 12-24 

N-{5^2.6-Dibro^^K>-4-(3.5-dk)xo-4.5-dthyd^o.3H^1.2.41t^^ 
30 amide 

[0323] 

MS Calc.:624.3; Found.-622.9 (M-1). 

35 

Example 12-25 

N-{542^Wof<>-4.{3.5-diox<M.MihydfO-3H-{1.2,4]tiia2in^^ 
nyl)-methanesutfonamtde 

40 

[0324] 

MS Cak:.;532.9; Found:531.1 . 
45 EXAMPLE 12-26 

l^5^2-ehlo^>-4T{3.5-dkwo^.S^ihyd^o-3H-l1 .2,41triazin-2-yf)-6HmethyH)h^ 
anesulfonamide 

50 [0325] 

MS Calc.:529.0; Found:527.1. 
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EXAMPLE 12-27 

^K5^2-ChIo^o^H3.5-dk)x<M.Mihyd^o-3H-[1.2.4Jtri 
thyl*pheny!>-methanesulfonamide 

5 

[0326] 

MS Calc.:583.0; Found581.1. 
10 EXAMPLE 12-28 

N4542<:hloro-4-(3.5-dk)xo-4.Mihydro-3H-(1 .2,4}triazin-2-yl)*methyH)henoxyK24!^ 
anesulfdnamide 

15 [0327] 

MS Calc,:529.0; Found:527.1. 
EXAMPLE 12-29 

20 

N45-[2-Chloro-4-(3.5-dioxo-4,5Klihydro-3HH1.2.41tria2i^ 
tafluoro-phenyl)'niethanesulfDnannide 

[0328] 

25 

MS Calc.:604.9: Found:603.0. 
EXAMPLE 12-30 

30 N^5-(2-Chloro^-(3.Mkixo-4.5^aiydro-3H-[1.2.41triazin-2-yl^ 
methanesulfon^mide 

[0329] 

35 MS Calc/.555.0; Found:553.2- 
EXAMPLE 13 

2-{3-CWorc>^3-(benzenesulfofiyO-44iydro 

40 

Step A 

2-{3^loro-4^3-(benzenesun6nylH-^ 

45 [0330] A mixture of 2-{3Kilk)ro-4^4-methoxy-phenoxy^5-fnethy^^^ (10 g) and 

benzenesulfomc add (0.9 g) in Eaton's reagent (5 mL) was heated at 80°C for 8 h. Ttie reaction was poured over ice. 
stirred for 30 rnin, solids fittered, dried and flash chromatographed on sifica get (30-100% THF/hexanes) to afford the 
title compound of Step A. 0.66 g. 

50 StepB 

2^3<:htoro-443-(lien2enesulfonyl)-4-hydroxy-phenoxyJ-5-mett^ ^41tria2ine-3.5-dione 

[0331] To a stkred soJution of 2-{3-chloro-4^3-<benzenesulfonyl}-4-methoxy-phenoxyh5HTieth^ 
55 [1 A4ltria2ine-3.5-dione (0.66 g) in dichloromethane (12 mL) was added Ixwon trichtoride (8mL, 1M in dichlorometh- 
ane) and the resulting solution was stirred for 4 h. The reaction solutfo ^« 
phases separated and the aqueous layer washed with dichloromethane. The combined organic layers wcr^Ercfiffed 
(Na2S04) and concentrated to afford the title compound of this EXAMPLE as a tan foam. 0.52 g. m.p. 78-81**C. 
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103321 Using the appropriate starUng materials. EXAMPLES 13-1 to 13-8 were prepared in an analogous manner 
to that descrit>ed in EXAMPLE 1 3. 

EXAMPLE 13-1 

5 

2H3-Chloro-4-I3-(4-chloR>-t)en2enesulfonylH-Mroxy-phenox^^ 
[0333] 

w MS Calc.:520.4; Found:518. 1 . 
EXAMPLE 13-2 

2-{3-Chk>ro-4-{4-hydroxy-3<indane-5-sulfonyl)^^ 

15 

[0334] 

MS Calc.:526.0; Found:524.2. 
20 EXAMR^13-3 

2H3,5-Oichloro^3^4^toro-t)enzenesulfonylH-hycIro^ 
[0335] 

25 

MS Ca1c.:540.8; Found:539.9. 
EXAMPLE 13^ 

30 2-{3.545ichloro-4-{44iydroxy-3^indane-5-sulfonyl)-phenoxyl^ .2.4Ilriazine^,5-dk)ne 
{0336] 

MS Calc.:546.4: Found:544.1. 

35 

EXAMPLE 13-5 

2^3,5-Dichloro-4-H-Mr<»cy-3-{naphthatene-2-sulfo^ .2,41tria2ine-3,5<lione 
40 [0337] 

MS Calc.:558.4; Fbund:554.1. 
EXAMPLE ia^ 

45 

2^3.54>k^^loro-4-{^^4-«thyW)enzenesu^lbnylH .2.4Jlriazine-3,&<fione 
[0338] 

so MSCalc.:534.4;Foun±532.0. 
EXAMPLE 13-7 

2-{3.5-Oichloro-4-|4.hydrQxy-3K4-octyl-t)en2enesulfonyl)-ph 

55 

[0339] 

MS Calc.:618.5; Found.^16.1 . " 
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EXAMPLE 13-8 

2-{3.5-Dk:htoro-4-I3-(hexane-l-sulfonyl)-4-hydroxy-phenoxyJ-phenyl)-2H41^ 
5 [0340] 

MS Ca]c.:514.4; Found:5l2.1. 
EXAMPLE 14 

10 

2-{3-Chlorc>-443-(4-fluoro-ben2ylH-*V*oxy-phenoKyh5-meth^ 
StepA 

IS 2^3<:hloro-443-(4-fluoro4)en2oyl)-4-memoxy-phenoxyK5-mel^ .2,41triazine-3.5-<Jione 

[0341] A solution of 2^3-<^^k)ro-4^4-methoxy-phefK)xy^5-methy^^ (12 g> and 

* p-lluorobenzolc add (0.8 g) in Eaton's acid (5 mL) was heated at 60**C for 4h. The resutting red solution was cooled to 
OX. water (30 mL) added and the suspension stirred at room temperature for 30 min. The mixture was extracted with 
20 ethyl acetate (2x), the combined organic layers washed with saturated aqueous sodium bicartK)nate. dried (Na2S04). 
concentrated in vacuo and flashed chromatographed on stfica gel (25-40% THF/hexanes) to afford the title compound 
of Step A as a off-white foam. I.lg. MS Calc.:481.9; Found:481.8. 

StepB 

25 

2^3<:hloro-443-(4-fluoro4)en2oyl)-4-hydroxy-phenoxy]-5-methyl-phenyl} 

[0342] To a stifred solution of 2-{3-chkxo^-[3-(4-fluoro-benzoyl)-4-methoxy-phenoxyl-5-methyH>henyl}-2H- 
[1^.41triazine-3,5-dione (I.lg) in dichloromethane (30 mL) was added a solution of IM boron trichloride in dichlo- 
30 romethane (11 mL) and ttie fesutting suspension was stirred at ambient tempeiature for 4 h. Ice was added to the reac- 
tion and the resulting mixture was stimed for 30 min. extracted with ethyl acetate, the organic phase dried (Na2S04). 
concentrated in vacuo and flash chron^tographed on silica gel (30% THF/hexanes) to afford the title compound Step 
B, 0.94 g. MS Calc.:467.8 Found:467.8. 

35 StepC 

2-{3-ChlOfo-4434(4-fluoro-phenyl)4iydroxyrniethylH-Mroxy-pte^ 

[0343] To a cocked (0*»C). stirred solution <rf 2^3<htoro-HM4-fluoro-benroyl)-44iydroxy-phenoxyh5-methyl^ 
40 nyf)-2H41 ,2,4Jtria2ine-3,5-dione (0.4 g) in methanol (10 mL) was added sodium borohydride (32 mg). After 30 min. the 
reaction solution was concentrated in vacuo, partitioned l>etween IN hydrochloric acid and ethyl acetate, the organic 
phase dried (Na2S04). concentrated in vacuo and flash chromatographed on silica gel (5% ethanol/dichloromethane) 
to aflbfd the title compound of Step C as a colortess foam. 72 mg. MS Calc:469.8; Found:467.9. 

45 Step O 

. 2•<3-ChlOfO-4^3-(44luofo-benzyl)-44lyd^oxy^>henaxy^5HTOth^ 

[0344] To a stirred solution of 2-(3^chtoro-4-{34(4-fluoro-phenyl)-hydroxy-methyll-44iydro^ 
so phenyf)-2H-[1 .2.41lria2ine-3.5-dione (0.4 g) in dichloromethane (25 mL) were added methanesuffontc add (0.7 mL) and 
triefhyisilane (1.5 mL) portionwise over 1 h. After a total of 1.5 h. water was added, the tayers separated and the aque- 
ous layer extracted with dichloromethane. The comt>ined organic layers were washed with saturated sodium bicartx)- 
nate, dried (Na2S04). concentrated in vacuo and flash chromatographed on siTica gel (10-50% THF/hexanes) to afford 
ttie title compound of this EXAMPLE as a colortess foam. 56 mg. MS Calc. :453.9; l=ound:452. 
55 [0345] Using the appropriate starting materials. EXAMPUES 14-1 to 14-29 were prepared in an analogous manner 
to that described in EXAMPLE 14. 
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EXAMPLE 14-1 

2444S-<44=luora-benzoyl)-4-methoxy-phenoxyl-3.5-dimethyH)henyl}-2H 

5 [0346] 

MS Calc: 461 .4; Found: 462.2. 
EXAMPLE 14-2 

10 

2-{443-(4-Fluoro-benzyt)-4-methoxy-:pherioxyl-3,5-dimeth^^ 
[0347] 

15 mjp. 57-6Cr»C (dec). 
EXAMPLE 14-3 

24443-(4-Fluoro-benzoytH-hydroxy-phenoxyJ-3.5Kiimethyl-phenylh2H^ 

20 

[0348] 

m.p, 68-72»C. 
25 EXAMPLE 14^ 

2-(4-{3-[(4-Fluoroi*enyO-Mroxy-methyll-44iydroxy-pheno^ 

[0349] 

30 

m.p.95-110**C(dec)- 
EXAMPLE14-5 
35 2^4H3-(4-Ruoro4>enzylH4iydroxy-phenoxyl-3.^ 
[0350] 

m.p. 72-75X (dec). 

40 

EXAMPLE 14-6 

2^44a-(4-Fliioro4)en2oyl)-4-fnethoxy-phenaxy^3,5-di^ 
45 [0351] 

MS Cala:475.5; Foond:476.2. 
EXAMPLE 14-7 

50 

2H3,5-Dichtor(>4-p-(4-fluoro-benzoyO-4-hydroxy-^^ ,2,4Jlria2ine-3.5-dione 
[0352] 

55 MS Calc.:488.3; Found:487.9. 
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EXAMPLE 14-8 

4-{544-<3.5-Dioxo-4.5<liriydro-3H41.2.4Jtriazin-2-yl)-2,6^^ 
5 [0353] 

MS Cala:486.5; Found:488.9. 
EXAMPLE 14-9 

2-(3.5-Oichtoro-4-{3H(4-fluoroH)henyf)-(R.S)4iydroxy-met^^ 
[0354] 

IS m.p. 85-89**C (dec). 
EXAMPLE 14-10 

243,5-Ok:hlor<Hl-I3-(4-fluoro-ben2y!H-hydroxy-phenoxyl-phenyl}-2H^ 

20 

[0355] 

m.p.85-91X(dec). 
2S EXAMPLE 14-11 

2-{443-{4-Dimethylamfno4)enzoyiH-'Wthoxy-Phenoxy^3.5-di^ 

[0356] 

30 

MS Calc.:486.5: Found:486.9. 
EXAMPLE 14-12 

35 4^5-{2.6-OichIoro-4-(3,5-dk)xo-4.5-dihydro-3H-{1 .2.41tria2ln-2-yl>-phenoxyl-2-methoxy4)enzoyI}-ben^ 
[0357] 

MS Calc.:527.3; Found527.0. 

40 

EXAMPLE 14-13 

4_(5^4-(3,5-Oioxo-4.5Klihydfo-3H-Il ^.4]triaziiv2-y!^2,6^imettiyH)henaxy^^ 
45 [0358] 

MS Calc.:472,5; Foufid:472.9. 
EXAMPLE 14-14 

SO 

2-{443-{4-OirnethylanwK>4)enzoyl)-4-^ 
[0359] 

55 MS Calc.:472.5; Found:472.9. 
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EXAMPLE 14-15 

2^3.5-Dichloro-4-|3-(4-dimelhylamino-benzoyl)-^^ 
5 {0360] 

m4). 222-230X, 
. EXAMPLE 14-16 

10 

4^542.64)k:hk)ror4-(3.5^ioxo^.5-dihydro-3H41 .2,4]triaza>-2-yl)i)heno)cyh24iydroxy4>enzoyI}^ 
[0361] 
15 mjp. 140-145X. 
EXAMPLE 14-17 

4-({5-(2.6-Dtchloro-4-(3.5-dioxo-4.5-<lihydro-3H-(1^.41tria2i^^^ 
20 zamide 

[0362] 

MS Calc-:515.3: Found:515.0. 

25 

EXAMPLE 14-18 

243.5-Ok:hlofO-4-(44iydroxy-3-isobutyryH)heno^ 
30 [0363] 

MS Calc.:436.3; Found:435-9. 
EXAMPLE 14-19 

35 

4-({5-l4-(3.5-Dk)xo-4,5-dihydro-3H-{1.2,41triazin-2-yl)-2.^ 
zamide 

[03641 

40 

MS Calc.:474.5; f=ound:473 (M-1). 
EXAMPLE 14-20 
45 2-{4-(3H445ifnelhylamiiK>4>enzy^^ 
[0365] 

MS Cak:.:458.5; Found:459. 

so 

EXAMPLE 14-21 

2K3.54>kAloro-4-(3-(4-dtme!hylafnina^^ ,2.4Itriazine-3.5-dione 
55 [0366] 

MS Calc.;513.3: Found:513. 
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EXAMPLE 14-22 

2-^3.54)ichlo^o-4^4-hyd^oxy-3-(^hydroxy-2Hnethyl-p^opyl)-phenoxy^^^ 
5 [0367] 

in,p. 192.195-C. 
EXAMPLE 14-23 

10 

2^3.5-Dkiilor<>4-{34(4-dimethylamino-phenyI)4iydroxy-m 
dione 

[0368] 

IS 

MS Calc.:515.4; Found:515.0. 
EXAMPLE 14-24 

20 2H3.5-Ok:hk)ro-443-(4-dimethylamirK>-benzyI)-4^ ,2,4Jtriazine-3.Mione 
[0369] 

MS Cala:499.4; Found:499.0. 

25 

EXAMPLE 14-25 

243.5-Dfchloro^4-hydroxy-3-isobuty»-pheiiaxy^^ 
30 [0370] 

MS Cala:422.3; Found:420.0. 
EXAMPLE 14-26 

35 

(2H4-(3-(4-Fluoro-benzoylH-hydfoxy-phenoxyl-^ 
tic add 

[0371] 

fn.p. 112-1ieX. 
EXAMPLE 14-27 

45 2^3. WDibrDmo^3-(4-nuo«>-benzoyf)-4-hydix))ey-phe ,2,4)triazine-3.5-dione 
[0372] 

MS Cala:577^ Fbund:575.8. 

so 

EXAMPLE 14-28 

2-(3.54)ibfonrK>-4-{3H(4-fluoro-phenylHiydroxy-fTO ^.41tria2ine-3.5-dione 
55 [0373] 

MS Calc.:579.2; Found:578.0. " "^"^ 
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EXAMPLE 14-29 

2-{3.5-Dibromo-443-(4-fluoro4)enzyl)-4-hydroxy-phenoxY>phenyl}-2H-ll.2.4Jfr^^ 
[0374] 

MS Calc:563^; Fbund:562.0. 
EXAMPLE 15 

2-{3.54)k:htoro-4-I4-hydroxy-3-<piperidine-1-sul^^ 
Step A 

2^3.5-Dk:hlo^o-4H3-chlofDSull6nyl-4H^ethoxy-phe^^ 

[0375] To a cooled (OX), stirred solution of cWorosulfonic actd (1 mL) was added 2^3.5-dichlo^o-4-{4-methaxy• 
phenoxy)-phenylJ-2H^1.2,4]tria2ine-3.5-d•one (0.6 g). After 30 min. the resutUng browvn solution was poured over ice 
and the resulting mixture was allowed to stir at ambient temperature for 30 min. the solids filtered arid dried ni vacuo to 
afford the title compound of Step A as a colorless solid. 0.7 g. 

StepB 

2-{3.5-Dichloro-4-[4-methoxy-3-(piperidine-1 -suIfonyl)-phenoxyJ-phenyl}-2H-(1 .2.4Jtriazine-3.5-dione 

[0376] To a stirred solution of 2-(3,5Klichloro-4-(3-chlorosulfonyM-methoxy-phenoxy>phenyO-2H41,2,4]t^ 
3.5-dione (0.7 g) in dimelhylfbrmamide (8 mL) was added piperidine (0.4 mL). After 1 h. the reaction was dUuted in die- 
thyl ether, washed with IN hydrochloric acid, bnne, dried (Na2S04) and concentrated in vacuo to a soRd. RecrystatTiza- 
tion from diethyl ether/petroleum ether afforded the title compound of Step B, 0.5 g. MS Calc.:527,4 Found:527.0. 

StepC 

2-{3.5-Oichloro-4-f4-hydroxy-3-(piperidine-1 -sulfonyO-phenoxyJ-phenyl}-2H41 ,2.41triazine-3.5-dione 

[0377] To a cooled (0**C). stirred solution of 2-{3,5-dichloro^I4-niethoxy'3-(piperidine'1-sulfonyl)-phenoxy}-phe- 
nyt}-2H-(1.2«4]tria^ne-3.5^k>ne (0.5 g) in dichlOTomethane (30 mL) was added txxon tritxomide (0.3 mL) and the 
resulting heterogeneous mixture was allowed to stir at room temperature for 6 h. ice ^Nas added to the mixture arid the 
resulting two-phase solution stirred for 1 h. Layers were separated and the organic phase was washed with water, l>rine. 
dried (Na2^04) and concentrated in vacuo to afford an oil. Flash chromatography on silica gel (35% acetone/hexanes) 
afforded the title compound of this EXAMPLE as a colorless solid. 0.4 g. MS Calc.:513.4 Found:512.9. 
[0378] Using the appropriate starting materials, EXAMPLES 15-1 to 16-87 were prepared in an analogous manner 
to that descrit)ed in EXAMPLE 15. 

EXAMPl£15-1 

2^4-(4-Hydroxy-3-(piperidine-1 -sulfonyi)-phenoxy}-3.5-dimethyH)henyl}-2H41 ,2.4]triaztf)e-3.5^ 
[0379] 

MS Calc.:472.5; Found:473.1 . 
EXAMPLE 15-2 

2^3-ChlofO-4-I4-hydroxy-3-(pipendine-1-sul«onyl)-phenoxy^5-rnethy^^ 
[0380] 



MS Catc.:492.9: Found:490.9 (M-1). 
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EXAMPLE 15-3 

5^4^3,545k>xo-4.5-dihydro-3H^1^,4]t^ia2ilv2-yl)-2.6<lime%l^ 
5 [0381] 

MS Calc.:480.5; Found:479.0. 
EXAMPLE 15-4 

10 

542-Chlofo-4^3,5Klk)xo-4.5^ihydro-3H-{1,2.41triazin-^ 
mide 

(0382] 

15 

MS Calc.:500.9; Found;498,9. 
EXAMPLE 15-i5 

20 2-{4^44^ydroxy-3Kpyr^oIidine-1-su^fonyl)-phenoxy^3.5-di^^^ 
[0383] 

MS Calc.:458.5: Found:458.9. 

25 

EXAMPLE 15-6 

2^3<:hk)fo-4-{4-hydro)cy-3-{pyfrolidine-1-sulfb^ 
30 [0384] 

MS Ca!c.:478.9; Found:478.9. 
EXAMPLE 15-7 

35 

2-{3i<:hlofOr4-(4-hydroxy-3-(4Hiwthyl-pipe^ 
(0385fl 

40 MS Ca!c:507.9; Found:505.9. 
EXAMPLE 15-8 

2-{3<ailcxo-H44iydfOxy-3^iTK>rphoine-4-s^^ 

45 

[0386] 

MS Cala:494.9: Found:494.9. 

50 EXAMPLE 15-9 

5-{2<:hlor<>-4-(3.5Kljoxo-4.5-dihydro-3H-I1,2.4]triaz 
(onamide 

55 [0387] 

MS Calc.:502.9; Found:50Z9. '"^ "^ . 
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EXAMPLE 15-10 

2-{3<:hlorcM-[3-(3,3KJioxo-1H-thia2oUdine-suIfonyl)-4-hydroxy-phenox^^ 
dfone 

5 

C0388] 

m.p. 53-55**C. 

to EXAMPLE 15-11 

542-Chloro-4-(3,5Klioxo-4.5-dihydfO-3H-{1.2,4Jtri^ 
amide 

15 (0389) 

MS Calc.:507.0; Found:506.8, 
EXAMPLE 15-12 

20 

542-ChIoro-4-{3,5-dioxo^.5^ihydro-3H-l1.2.4]triazin-2-yl)-^ 
zol-2-yl)-befizenesulfonafnide 

[0390] 

25 

MS Calc-:555:0; Found:555.0. 
EXAMPLE 15-13 

30 5-I2-Chloro-4-{3,5-dk>xo-4,5-dihydro-3H-I1 ,2,4]lria2in-2-yl>-6-iTiethyl-phenoxy^24iydro^ 
nesutfonamide 

[0391] 

35 MS Calc.:482.9; Found:482.8. 
EXAMPLE 15-14 

2-{3.5-Dibronx>-4-l4-liydrQxy-3-<piperidine-1-sulfonyl)^^ 

40 

[0392] 

m.p. 181-183*»C. 
45 EXAMPLE 15-15 

5^2»6-0^bromo-4-(3,5-<fioxa4.S<^ihydr<>-3H-| 1 ,2,41tria2in-2-yf)-phenoxy]-N.NHdiethyl-2-hydraxy^ 
[0393] 

50 

MS Catc.:590.2; Found:586.9. 



55 
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EXAMPLE 15-16 

2-{3.5-Oibromo-4-{4-hydroxy-3-(pyfToridine-1 -sulfonyl-phenoxyl-phenyl}-2H-[1 .2,4Jtriazine-3,5-dione 
5 [0394] 

MS Calc.:588^ Fbund:588.8. 
EXAMPLE 15-17 

w 

5H2-ChlofO-4-(3,5HJioxo-4.&KJihydro-3H-l1.2,41tria2in- 
nesuHonamide 

[0395] 

IS 

MS Calc.:518.9; Found:516.8. 
EXAMPLE 15-18 

20 2-{3,5-Oichk>r<Hl44-hydroxy-3^1 ,3,3-trimethyl-6-aza-bicyck)[3.2.11octane-6-sulfonyl)-^ .2,4]tri- 
azine-3.5-dione 

[0396] 

25 MS Cala:581.5; Fbund:581.0. 
EXAMPLE 15-19 

5-l2.6-Oichtort>-4-(3,5^ioxc>-4.5-dihydft>-3H41»2.4p^ 

30 

[0397] 

MS Calc.:521.3; F6und:519.0. 

35 EXAMPLE 15-20 

5-{2,64)ichloro-4-(3.5-dlQxo-4.5-dihydro-3H-l1,2^^ 
amide 

40 [0398] 

MS Calc..-535.4; Found:533-0. 
EXAMPLE 15-21 

45 

N-Ben2yl-5-(2.6-<ficWofa-4-{3,5-dk«o-4.5^ 
afiiide 

[0399] 

so 

MS Calc:549.4; Found:547,1. ^ 



55 
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EXAMPLE 15-22 

2^3.5-Okiiloro^-[3K2.3-dihydro-indole-1-sulfonylH-M^ 
5 [0400] 

MS Calc.:547.4; Found.545.1. 
EXAMPLE 15-23 

10 

542,64>k*loro-4-(3.S<iioxa4.5-dihydrcK3H-C1 .2.41triazin-2-ylH>henoxyh24iydroxy^-indan-1 -yl-benzenesulfonamide 
[0401] 

15 MS Calc.:561.4: Found:559.0. 
EXAMPLE 15-24 

5-[2.6-Dichloro-4-(3.5-dioxo-4.5-dihydra-3H-[1,2.4]tria2in-2^^ 
20 fonamide 

[0402] 

MS Ca!c-:539.3: Found.*537.0. 

25 

EXAMPLE 15-25 

2^3.5-Oidiloro-4-[4-hydroxy-3-(pyrrondine-1-sulfonyl)-pheno)cy]^^^ 
30 [0403] 

MS Calcj499.3; Found:499.0. 
EXAMPLE 15-26 

35 

5-l2,6-Ok:hloro-4-<3,5-dioxo-4.5-difiydro-3H41.2.41tria2irv^^ 
[0404] 

40 MS Calc.:535.4; Found:533.1. 
EXAMPLE 15-27 

N<:ydohexyl-5-[2.6-dk:hIoro-4-(3.5-dk)x<>-4.5-di^^^ 
45 fonamide 

[0405] 

MS Calc.:555.4; Found:553^. 

SO 

EXAMPLE 15-28 

N-Cyclopropy^5^2.6-dk^llo^o-4-(3.5H^«>xo-4.5^ 
mide 

55 

[0406] 

MS Calc.:485.3; Found:483.1. 
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EXAMPLE 15-29 

N<^ydobu(yl-5-(2.6-<lichloro-4-(3.5-dkwo-4,5-dihydro-3H-{1,2.4}^ 
5 [0407] 

MS Calc.:499.3; Found:497.1. 
EXAMPLE 15-30 

10 

5-[2,64)ichloro-4-(3,5-dk)xo-4.5-dihydro-3H-{l,2,4JtTO 
amide 

[0408] 

15 

MS Caic.:525,3; Found:523.0. 

EXAMPLE 15-31 

20 N-(2-Chloro-benzyt)-5-[2.6KJichloro-4-(3.5-dk>xo-4,5Klihyd^ 
fonamide 

[0409] 

25 MS Calc.:569.8; Found:567.0. 
EXAMPLE 15-32 

N<:ydohexyl-542,6-dk:hloro-4-(3.5-dioxo-4.5Hithydr^ 
30 nesulfonamkie 

[0410] 

MS Calc.:541.4. f=ound:539.1. 

35 

EXAMPLE 15-33 

5-(2.6-Oichk>fO-4-(3,5-dioxo-4.5Kfihyd^ 
zenesulfonamfde 

40 

[0411] 

MS Cak:.:579.4: Found:577.1. 
45 EXAMPLE 15-34 

2-{3.5-Ok:hton)-4444iydfX>xy-3-<3.3.5-trimeth^ ^.4]triazine-3.5-dione 
[0412] 

50 

MS Calc.:569.5; Found.-567.2. 



55 
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EXAMPLE 15-35 

5^2.6-DkAloro-4-(3.5^ioxo-4,5KJihydro-3H-(l,2.4Iliiazin 
nesulfonamide 

5 

[0413] 

MS Calc.:541 .4; Found:539.0. 
10 EXAMPLE 15-36 

N4::yclohexyl-5-|2,6-dichloro-4-(3.5^ (1 ,2.4]tnaztfv2-ytH>henoxy)-2-hydr0xy4^ 

mide 

15 [0414] 

MS Calc.:527.4; Found:525.0. 
EXAMPLE 15-37 

20 

N-BenzyI-5-(2,6-dk:hloro-4-{3.5-dkixo-4.5<lihydrcH3H-{1,2,4Jtriazin-2-^ 
(0415] 

25 MS Calc.:535.4; Found:533.0. 
EXAMPLE 15-38 

5-(2.6-Dict^o-4-(3.5Kltaxo-4,5-dihydro-3H-(1.2,4]fr^^ 

30 

[0416] 

MS Calc.:535.4 f=ound:533.1 
55 EXAMPLE 15-39 

2-(3.5-Dichloro-443-(3.4Hlihydro-1H-isoquinolfn^^^ 
[0417] 

40 

MS Calc.:561.4; Found:559.0. 

EXAMPLE 15-40 

45 5-{2.6-Dtchk)ro-4-<3,5Klioxo-4.5-daiydfo-3H-[K2,4]triazin^ 
nesulfonamide 

[0418] 

50 MS Cate.:515.4: Found:513.1. 



55 
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EXAMPLE IMl 

5^2.64)ichto^o-4-(3.5-dioxo-4.5KJihyd^o-3H^1.2.4]tria2in-^ 
nesulfonamtde 

5 

[0419] 

MS Calc.:541 .4; Found:539.0. 
10 EXAMPLE 15-42 

243.5-DicWofa4-(4-hydroxy-3-{3-methyi^ 
[0420] 

15 

MS Calc.:603.5; Found:603,0. 

EXAMPLE 15^3 

20 hK1-Cydohexyl-ethyl)-5-[2.6-dichloro-4-(3,5-dk)xo-4.5Kl^^^ 
fbnamide 

[0421] 

25 MS Ca!c.:555.4 Foun&.5S3J2 
EXAMPLE 15-44 

N-Cyctohexylmethyf-5-I2.6-dichloro-4-(3.5-dioxo-4, 
30 fonanrude 

[0422] 

MS Cala:541.4; Found:539.1, 

35 

EXAMPLE 1&45 

5-[2,6-Oichtoro-4-(3.5-dioxo-4.5-dihydro-3H^1,2,4]^ 
fDoamlde 

40 

[0423] 

MS Cala:563.4; Found:560.9. 

45 EXAMPLE 15^6 

5-|2,6-Dich!ofo-4-{3.5-dioxo-4.5KJihydro-3H41^.4^^ 
nesulfbnanude 

50 [0424] 

MS Calc.:561.4; Found:558.9. 
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EXAMPLE 1S-47 

2-{3.5-Dichtoro-4-(4-hydroxy-3-{4-methyt-piperidine-1-suli^ 
5 [0425] 

MS Cak:.:527,4; Found:525,0. 
EXAMPLE 15-48 

2^3.5-Dk:hloro-444-hydfOxy-3^44iydro)cyi)iperkline-l-sulfonyl)^^^ 
[0426] 

15 MS Cate,:529.4; Found:527.0. 
EXAMPLE 15^9 

NK6-Chtorc>-pyri<fin.3-yi)-542.6-dichloro^-<3.5Klioxo-^ 
20 nesulfbnafntde 

[0427] 

MS Calc.;556.8; Found:555.8. 

25 

EXAMPLE 15-50 

2^3.5-Dichloro-4444iydroxy-3-{3-cydohexyl-piperidine-1 -suHbnyO-pheno)(y^phenyl)-2H-(1 .2,4]triazine-3.5-dione 
30 [0428] 

MS Calc.:595.5; Fbund:594.9. 
EXAMPLE 15-51 

35 

243.5-Dk:h!oro-4-{4-hydro)cy-3-(3-phenyl-piperidine-1^ 
[0429] 

40 MS Calc.:589.5; Found.^8.9. 
EXAMPLE 15-52 

2^3,5-Oichloro-444-hydroxy-3-(3-methyl-3i>henyH^^ 
45 dione 

[0430] 

MS Calc:589.5; Found:588.9. 

so 

EXAMPLE 15-53 

2-{3.5-Dichtoro-4-{4-hydf0xy-3-(2-methy^2.3-^^ 
55 [0431] 

MS Calc.:561.4. Found:560.9. « 
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EXAMPLE 15-54 

2-{3,54)ichk)fo-4-{3-(2.3-dimethyl-2,3Hlihydro-mdole-1-suIfo^ 
dfone 

5 

[0432] 

MS Calc.:575.4; Foimd:574,9. 

10 EXAMPLE 15-55 

5-[2.6-Olchtoro-4-(3.5-dkixo-4,5<lihydro^3H-[1.2.4]b^ 
fonamide 

T5 [0433] 

MS Calc,:625.5; Found:623.0, 
EXAMPLE 15-56 

20 

5-{2.6-Oichloro-4-(3,5-dk)xo-4.5-d9iydro-3H-[1.2.4]triaziri-2-^^ 
benzenesuifonamide 

[0434] 

25 

MS Calc.:618.3 Found:616.9 
EXAMPLE 15-57 

30 lsH2-<4<:hloro-phenyl)-1-fnettiy^thyq-5-(2,6-^ .2.4]triazti>-2-ytH>henaxy}-2' 
hydroxy-benzenesulfonamide 

[0435] 

35 MS Calc.:597.9; Found:596.9. 
EXAMPLE 15-58 

5-[2.6-Okiilon>-4-(3.5<rioxo-4,5-dihydro-3H41.2.4Jfr^^ 
40 nesutfonamide 

[0436] 

MS Calc.:588.4: F6und:587.8. 

45 

EXAMPLE 15-59 

542,6-Dk:hloro-4-(3.5-dk)xo-4,5Kl9iydro-3H-|1.2.4]tnazm^^ 
zenesutfonamide 

so 

[0437] 

MS Calc.:567.4; Found:564.9. 
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EXAMPLE 15-60 

5^2,6^^ichlo^o-4-{3.5<lic«o-4,5KJihydrch3H-I1,2.4Jt^^a2in-2-^^ 
nesulibnamide 

5 

[0438] 

MS Calc.:563.4; Found:560.9. 

10 EXAMPLE 15-61 

N42-{4-Chloix>i)henyO'1-methyhethyq-5^2.6-dichIor^^ 
hydroxy-N-cnethyl-benzenesutfonamide 

15 {0439] 

MS Calc.:611.9: Found.*610.9. 
EXAMPLE 15^2 

20 

5^2,64)rchlc)ro-4-(3,5-diox(M»5-dihydro-3H-{1,2,4]triazin-2-yl)-ph 
{0440] 

25 MS Calc.:549.4: Found:546.9. 
EXAMPLE 15-63 

2-{4-(3-{2-Benzyl-piperidine-1-sulf6nylH-hydroxy-phenoxyJ-3,5-dk^ 

JO 

{0441] 

MS Cala:603.5; Found:602.9. 
35 EXAMPLE 15-64 

5-{2.6-Dichloro-4-(3.5Kltoxc>-4.5Kjihy^ ,2«4]tnazin-2-yl)*phenQxy]-2-hydroxy-N-(1 .2.3.4-tetrahydro-fiaphthalen- 
2-yl)-benzenesulft>nafnide 

40 {0442] 

MS Cala:575,4; Found:572.9. 
EXAMPLE 15^5 

45 

N^2-{4-Chto^o-phenyI) 1.lKfimethyl-ethylI-5-{2.6^ 
hydroxy-benzenesutfonamide 

{0443] 

SO 

MS Calc.:61 1.9; Found:608.9. 
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EXAMPLE 15-66 

2-{3.5-Oichlor<M-I44iydroxy-3-(4-phenyl-pipefazine-1-sulfQnyl)-phe^^ 
5 [0444] 

MS Cate,:590.4; Found:590.9. 
EXAMPLE 15-67 

to 

2^3.5-Dichloro-4-l3-(3,5-dfrnethyl-piperidine-l-sulfo^ 
[0445] 

75 MS Caic.:541.4; Found:540.9. 
EXAMPLE 15-68 

542.6-Dichlora4-(3.5-dioxo-4.5-dihydro-3H-( 1 .2.41tria2in-2-yl)-phenoxyl-2-hydroxy-N-( 1 .2.3,4-tetrahydro-naphlhalen- 
20 1-ylH>enzenesutfonamtde 

(0446] 

MS Calc.:575.4; Found:573.2. 

25 

EXAMPLE 15-69 

N-Bicydol2.2.1Jhept-2-yl-5-l2.6-dichtoro-4-{3,5-dioxo-4.5H* 
nesutfonamide 

30 

[0447] 

MS Calc.:539.4: Found:537.3. 
35 EXAMPLE 15-70 

5-(2,6-Okrfiloro-4-(3.5-dioxo-4.5-dihydro-3H-[1 .2,4Jtria2hv2-yl)-phenoxyl-2'4iydfoxy-N-( 1 J.7-trimethyM>icy- 
clo(22.1]hept-2-yl)-benzenesuffonamide 

40 [0448] 

MS Calc.:581.5; Found:579.3. 
EXAMPLE 15-71 

45 

2-{3,5-Ok:hlor(HH3-(3.3-dnnethyl-pi'perkli^ .2.4]&iazine-3,5-dk>ne 
[0449] 

50 MS Calc.:541.4; Found:539-3. 
EXAMPLE 15-72 

2-{3.5-Oki)loro-4-(3-(3.3-dimethyl-pfperk!irie-1-su!fon 
[0450] 

MS Calc.:571.4; Found:569.2. 
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EXAMPLE 15-73 

5^2,6-Oichloro-4-(3.5KJbxo-4.5Klihydro-3H41,2.4]triazin-2-yl)-ph 
fonamide 

5 

[04511 

MS Calc.:549.4; Found:547.2. 

10 EXAMPLE 15-74 

N^4-Chkxo-2-phenyl-2H-pyrazol-3-yl)-5-(2,6<lk^itoro^ 
hydroxy-benzenesulfonamide 

15 [04S2] 

MS Calc.:621.8: Found:621.1. 
EXAMPLE 15-75 

20 

2H3,5-Dichloro-443-{2-3.4.4a.9,9a-hexahydroHndenol2.1-blpyrkline-1-su^ 
(1 ,2.4]triazine-3,5-dione 

[0453] 

25 

MS Calc.:601.5; Found:601,1. 
EXAMPLE 15-76 

30 5^2,6-Dlchlo^o-4-(3.5^ioxo-4.S<Jihyd^o-3H-[1 .2.41t^iaziIv2-yl)-p^lenoxy^2-hyd^axy-N-{1 -phenyl-ethylH)enzenesuffofi- 
amide 

[0454] 

35 MS Calc.:549.4. Found:546.8. 
EXAMPLE 15-77 

2T{3,5-Dichloro-4-{4-riydroxy-3-{1 ,2.3.4-tetfahydro-1 .4-epiazano-naphthalene-9-sulfpnyl)-phefKixyl-phenyO^ 
40 [1^,4]triazine-3.5-dione 

[0455] 

MS Calc.:573.4; Found:570.9. 

45 

EXAMPLE 15-78 

5-(2.6-Ok:hloro^3.5Kikxxo^.5^ihydfOr3H-(1,2,4Jtra 
hydroxy-benzenesuKonamtde 

50 

[0456] 

MS Cak:.:567.4; Found:565.0. 
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EXAMPLE 15-79 

542.6-OkrfilOfo-4-(3,5Krioxo-4.5-dihydro-3H41,2.4p^^ 
benzenesulfonamkJe 

5 

{0457] 

MS Cala:583.5; Found:580.9. 

w EXAMPLE 15^0 

5^2.6-bichlo^o^3,5-(fioKO-4,5-dihyd^a^3H^1.2,4]^^ 
propa(d]inden-1-yl)4>efizenesutf6namide 

15 [0458] 

MS Cala:573.4. Found:570.9. 
EXAMPLE 15-81 

20 

N-Benzc<l,3]dioxo-5-ylmethyl-542.6-dichloro-4-(3.5K<ioxo-4.5^^ 
zenesutfonamide 

[0459] 

25 

MS Calc.:579.4; Found:576.9. 

EXAMPLE 15^2 

30 542,6-OfchtofD-4-{3.5-dioxo-4.5Klihydfo-3^^ 

cio[3.2J]cx:tarie-3.Z41,3]dk>xolane))-benzenesulfonamtde 

[0460] 

35 MS Calc.:597,4; Found:595-0. 
EXAMPLE 15-83 

N-Chromafi-4-ylmethyl-5-I2.6HJkrfilor^^ (1 ,2,4Jtriazin-2-yfVphenoxyh2^drQxy4vl-inettiy^ 

40 benzenesuHbnamide 

[0461] 

MS Calc.605.5: Found:602.a 

45 

EXAMPLE 15-84 

5^2.64)icttoo^3.5Hfioxo-4.5Klihydr^^ .2.4JfriazirK2-ylH)herKJxyJ-24iydi^ 
dof3.2. 1]octaf^3^(3'H)-furan)Hienzenesulfbnaink^ 

50 

[0462] 

MS Calc.:595.5; Found:592.8. 

55 \ 
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EXAMPLE 15^5 

243.5-Dichloro^-(44iydfoxy-3^3-hydroxy-8-aza-bicyclol3.2.1J^^^ 
S.S-dione 

[0463] 

MS Calc.:555.4; Found:552.9, 
EXAMPLE 

2^3.5-Dichlo^o-4^4-hydrDxy-3^3-oxo-8-aza-bicydo[3^J^ 
dione 

[0464] 

MS Calc.:553.4; Found:550.8. 
EXAMPLE 15-87 

2-(4-Chloro-7-hydroxy-6^piperidme-1-suIfony1)-9H-xanthen-2-yO-2H-l1.2.^ 
[0465] 

MS Calc.:490.9; Found:490.9. 
EXAMPLE 16 

2^3>Dk:hloro-4-(4-hydroxy-3-piperidin-1-ylmethy»-phenoxy)-pheny^^ 
Step A 

2^3.5-Oichfc^^o-4-(3-ft>rmyM-lnethoxy-i>he^ ,2.41triazine-3.5-dione 

[0466] A solution of 2^3,5-d^(^loro-4-{4-fDethoxy-pttenoxyH>henyl^2H^1 ^,4]triazine-3.5-dfone ( 1 g) and hexame- 
thylenetetraamtne (0.6 g) in trifluoroacetic add (8 mL) was stirred at 70**C for 18 h. Ttie trifluoroacetic add was rennoved 
In vacuo, water added and the resulting mixture was stirred for 30 min. The residue was extracted with ethyl acetate, 
the organic ptiase wastied with water. Ixrine, dried (Na2S04). concentrated in vacuo and flash chromatographed on sil- 
ica gel (35% acetone/hexanes) to aflbrd the title compound of Step A as an off-white solid. 1.0 g (m.p. 184-187''C). 

StepB 

2^3,5-Dichloro-4-(3-formyM-hydroxy-phenoxy)-^^ 

(04671 To a cooled (0*^). stirred solution of 2^3.5-dichlorD^3-16rmyl-4-methoxy-phenoxy)-pher^ 
azir)e-3.5^ione (0,4 g) in dichloromethane (10 mL) was added 1M tx>ron trichloride in dichloromethane (4 mL), The 
resulting orange slurry was stirred at amt>ient temperature for 5 h, ice added and the reaction stirred an additional 1 h. 
The two phase solution was diluted into ethyl acetate afKl wastied with water, twine, dried (Na2S04). concentrated m 
vacuo to afford the title compound of Step B as an off-white solid. 0.4 g (m.p. 146-150^). 

StepC 

243,5-Oichloro-4-(4-hydroxy-3i)iperidin-1-ylmethyl-phenox^ 

[0468] To a stirred solution of 243.5-dichloro^3-fonnyl-4-hydroxy-phenoxy)-phenyI)-2H^ 
(100 mg) in dichloromethane (3 mL) and dimethylformamide (0.5 mL) was added acetic add (20 pL). piperidine ( 35 pL) 
and sodium triacetoxylxirohydride (81 mg). After 6 h. the reaction was diluted into ethyl acetate, washed wCfti saturated 
sodium tncartxtnate, brine, dried (Na2S04) and concentrated in vacuo to provide a sofid mass. Trituration of the so&ds 
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with ethyl acetate and methanol afbrded the title 6ompoun6 of this EXAMPLE as a colorless solid. 73 mg (m.p. 15- 
21 7"C). MS Calc.:463.3: Found:463.0. 

{0469] Using the appropriate starting nnaterials, EXAMPLES 16-1 to 16-35 were prepared in an analogous manner 
to that described in EXAMPLE 16. 

5 

EXAMPLE 16-1 

2^4^3-(Benzylanwno-methyl)-44Iydroxy-phenoxy]-3,5-dichloro-phenyl}-2H^ 
10 [0470] 

MS Calc.:4B5.3; Found:485.0. 
EXAMPLE 16-2 

15 

2-f3,5-Dichtoro-4-(4-hydroxy-3-phenylaminomethyI-phenoxy)-phenyQ-2H-(1,2,4]triazine-3,5-di 
[0471] 

20 MS Calc.:471.3. Found:471.0. 
EXAMPLE 16-3 

N-{5-{2.6-Oichtoro-4-{3,6Klioxo-4,5-dihydro-3H-|1.2,4Jtriazin-2-yl)^^ 
^ fonamide 

[0472] 

MS Calc.:549.4; Found:549.2. 

30 

EXAMPLE 164 

243.5-Dit)ron)0-4-(4-hydrQxy-3-phenylaminomethyl-phenoxy)-p^ .2.4]triazine-3.5-dtone 
35 [0473] 

MS Calc-:560.2; Found:560.9, 
EXAMPLE 16-5 

40 

2-<3,5-Oil>romo-4-{3-{(4-lluofOi)henylamtrTO)-rnethyl^^ .2.4]lriazine-3,5-dione 
[0474] 

45 MS Calc.:578^; Found:578.9. 
EXAMPLE 1&€ 

2-{3,5-Dichk)ro-444-hydraxy-3-(o4olylamtno-me%l)^^ 

so 

[0475] 

MS Calc.:485.3; Found:484.9. 
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EXAMPLE 16-7 

2-{443-{Befizol1,3Jdioxol-5-ylaminomethylH-hydroxy-phenoxyJ-^ 
5 [0476] 

MS Ca!a:515.3; Found:514.9. 
EXAMPLE 16-8 

10 

2-(3,543ichloro-4-{44iydro)cy-3H(4-lrffluoromethoxy-phe^ 
(fione 

104771 

15 

MS Calc.:555.3; Found:554.9, 
EXAMPLE 16-9 
20 2^3,5-Dichloro-444-hydroxy-3-(p4orylamino-methyl)-^^ 
(04781 

MS Cafc.:485.3; Found;485.0. 

25 

EXAMPLE 16-10 

2-<3.5-Okrfiloro-444-hydroxy-3-C(2-isoprDpyl-phenyIamhK>)^ 
30 [0479] 

MS ealc.:513.4; Found:513.1. 
EXAMPLE 16-11 

35 

2^443-((3-BroriK)i>henylamino)-niethyO-4-hydfOxy-phenoxy}-3.5-dichl^ 
[0480] 

40 MS Calc.:5502; Fotjnd:548.9. 
EXAMPLE 16-12 

2-{3.5-Ok:hk>iD-4-{4-hydroxy-3-{(5.6J.84etrahydro-na^ 
45 azine-3.5-dtone 

[0481] 

MS Calc.:525.4; Found:523.1 (M-1), 

50 

EXAMPLE 16-13 

2^3>Dichlo^o-4^4-hyd^Dxy-^3<rndafv6-ylarIM^ 
55 [0482] 

MS Calc:511.4; Found:51 1.0. 
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EXAMPLE 16-14 

2-(3.5-Oichtoro-4-{3-I(4-fluoro-phenylamino)-memylH-hydr^^ 
5 . [0483] 

MS Calc.:489.3; Found:489.0. 
EXAMPLE 16-15 

10 

2-{3,5-Dkrfiloro-4434(4-fluoro-2-methyl-phenylamino)-met^^ 
dione 

£0484] 

15 

MS Calc.:503.3: Found:503.1. 

EXAMPLE 16-16 

20 2-{443H(3.5-Bis-trifliJoromethyl-phenytafnino)-^^ 
dione 

[04851 

25 MS Calc.:607.3: Fcnjnd:605.1. 
EXAMPLE 16-17 

2-(3.5-Dichloro4-{4-hydroxy-3-i(l HHndazol-5-ylamino)-methyO-pheno)cy}-phenyt)-2H-{ 1 .2.4]triaztne-3.5-dione 

30 

[0486] 

MS Calc.:511.3; Foufid:509.1. 

35 EXAMPLE 16-18 

2-(3,54)ichloro-4-{4-hydra)cy-34(1-methyl-1H-benzoi^^ 
3.5-dtone 

40 [0487] 

MS Calc.:525.4; Found:525.0. 
EXAMPLE 16-19 

45 

2^4-{3-|(5-lert-Butyl-2-niethyt-»-pyrazol-3-yiamlr^ 
azine-3.&<iione 

[0488] 

50 

MS Cala:531.4: Found:529.1. 
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EXAMPLE 16-20 

243.545k:hloro-4-(3H[(4-chk)ro-phenyl)-methyl-aminoJ-n^ 
dione 

5 

[0489] 

MS Calc.:519.8; Found:519.0. 
10 EXAMPLE 16-21 

2^3,545k:hlor<>4K44iydroxy-3-I(methyl-o4oM-am 
[0490] 

15 

MS Calc.:499.4; Found:499.1. 
EXAMPLE 16-22 
20 2-(3.5-Dk^lloro-4-{4-llydroxy-3-|(melhyli)herly^amino)-^ 
[0491] 

MS Calc.:485.3; Found:485.1 . 

25 

EXAMPLE 16-23 

243.50ichloro-4-(4-hy<to^oxy-3^I(thlophen-2-yfmet^ 
30 [0492] 

MS Calc.:491 .4; Found:490.8. 
EXAMPLE 16-24 

35 

2^3.5-Dichloro-4-(3-(3,3-dimelhyl-piperidin-1-ylmethylH-h^^ 
[0493] 

40 MSCalc.:491.0;Found:491.2. 
EXAMPLE 16-25 

2-{3.5-Dichloro-4-{3-<3,4-dihydro-1 H-isoquinorifv^2-yImethyl)-4-hydrc« .2,4)triazine-3.5-djone 

45 

[0494] 

MS Calc.:511; F6und:511. 
50 EXAMPLE 16-26 

2H3.543ichtoiT>-H4-hydfOxy-3-{3-met^ 
[0495] 

55 

MS Calc.:555; Fouiid:555. 
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EXAMPLE 16-27 

2^443-{Bicydol2.2.1]hept-2-ylaminofnethyl)-4-hydroxy-phenoxyl-3.5^i^ 
5 (04961 

MS Cala:489.4; Found:489.3. 
EXAMPLE 16-28 

10 

2-[4-(3-Azepar^1-ylnriethyM4iydroxy-phenoxy)-3,5-dichloro-^ 
[0497] 

15 MS Cakl:477.4; Found:477.3. 
EXAMPLE 16-29 

2-(3,54Dichtoro-4-{3-l(cyclohexylmethyl-amino)-methylJ^ 

20 

[0498] 

MS Calc:491.4; Found:491 .3, 
25 EXAMPLE 16-30 

2-(3.5-Dk:htoro-4H4-hydraxy-34(methyl-phenethyf-amino)-me^^ 

[0499] 

30 

MS Ca!c.:513.4; Found:513.3. 
EXAMPLE 16-31 
35 2-(4-{3-{(Beiizyl-methyl-amirK))-methyn-4-hydroxy-pherK}^^ 
[0500] 

MS Cak:.:499.4; Found:499.2. 

40 

EXAMPLE 16-32 

2-{3.j5-Ok:hlofDrHM1.4-dkjxa-^^ 
dione 

45 

[0501] 

MS Calc.:521; Found:521. 
50 EXAMPLE 16-33 

2-{3.5-Di<rfitoro-4^44iydroxy-3-J(1 .7 J-trime%l-bfcyc^ .2.4]tri- 
aztne-3.5-dione 

55 [0502] 

MS Calc.:531; Fotind:531. 
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EXAMPLE 16-34 

2-{3.5-D«:hloro-4-lS-(3.4-dihydro-2HKjuinolin-1-ylmethyl)-44iydroxy 
5 [0503] 

MS Calc.:511.4; Found:511.4. 
EXAMPLE 16-35 

10 

2-{4-{3-<Bk7do[2.2.1Jhept-2-ylamifK)methylH-hydroxy-phenoxy^3.5^ 
[0504] 

15 MS Calc.:489.4; F6und:489.2. 
EXAMPLE 17 

2^3,5-Dk:hk)ix)-4-(3-(ds-3.5-dimelhyl-piperidi^^^ 

20 

Step A 

243.5-Dk:hloro-4-{3-cart)oxyl-4-nwmo?^ .2.41triazine-3.5-dione 

25 [0505] A solution of 2-l3,5-dichloro-4-(3-fe)rmyl-4-methoxy-phenoxy)-phenyll-2H41.2.4)triazine- (25 g) in 

THF (90 mL) was added to a solution of 2-methyl-2-butene (98 mL) in t-butanol (610 mL). Over a 10-min period, a so>lu- 
tion of sodium chlorite (50 g) in 0.6 M aqueous potassium dihydrophosphate (715 mL) was added to produce a cloudy 
yeflow solution. After 1 h. ttie reaction was diluted into ethyl acetate, layers separated and the aqueous layer extracted 
with ethyl acetate (2x). The combined organic layers were washed with tome, dried (Na2S04). concentrated in vacuo 

30 and the resulting yellow oil flash chromalographed on stBca gel (2-5% methanol/dichloromethane) to afford tfie title 
compound of Step A as an off-white foam. 21 g. 

StepB 

35 2^3.5-Dtchk)ro^-(3-cartx^xyl-4-hydroxy-phenQ)cy)-phenyI ,2,4Jtriazine-3.5-dione 

[0506] To a cooled (-78**C), stin-ed solution of 2^3,5-dichloro-4-(3-ca^bo)cyM-nlethoxy-phenoxy)-phen^ 
(1,2.4]triazine-3,5-dione (21 g) in dichloromethane (400 mL) was added a 1 M solution of txjrorutrichloride in dichk>- 
romethane (150 mL). The reaction was allowed to stir at ambient temperature for 4 h. recooled (-78X). and quenched 
40 with 75% methanoVwater. After 1 h at amt>ient temperature, the solvents ware removed in vacuo, virater azeotroped off 
with toluene and the resulting oil pumped und«^ vacuum (-0.5 toir) for 24 h. The resulting foam was passed through a 
plug of silica gel (5-1 0% methanol/dichloromethane to afford the tifle compound of Step B as a tan foam. 16 g. 

StepC 

45 

5^2,6-Dichtoro-4^3.5-<fioxa^.5Klihydro-3H^1,2.4]triaz^ add 2.5HJioxoi3yrrofidin-1- 

yl ester 

[0507] To a cooled (0*»C). stirred solution of 2-{3,5-dichloro^-(3-cart)OxyM-hydroxy-phenoxy)-phenyO-2H41 i,4Jtri- 
50 azine-3.5-dione (5 g) and N-hydroxysuccinintde ( 1 -5 g) in dimethoxyethane (50 mL) was added dicydohexytearbodiim- 
ide (2.8 g). After 4 h, tt^e reaction slurry was diluted with ethyl acetate, sofids filtered and washed with additional 
portions of ethyl acetate and tetrahydrofuran. The residual filler cake (6.6 g) showed the title compound of Step C and 
-0.4 equivalents of dicydohexyhirea. The material was utilized wltfK)ut further ptvification. 
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StepO 

2^3,5-Ok:hlorcHl-l3-(ds-3.5-dimethyI-piperidine-1^a^ 

5 [0508] To solution of 5-[2,6KJich!oro-4-(3.5Hlk>xo-4.5Kjihydro-3H41.2,4Ifriazin-2-yI)-phen 

ackJ 2,5 dioxo-pyrrolidin-l-yl ester (320 mg) and triethylamine (265 \iL) in dtmelhoxyethane (1.3 mL) was added 3.5-cis- 
dinnethyipfpendine (189 mg). After 2 h, the reaction solution was concentrated in vacuo and flash chromatographed on 
silica gel (50% ethyl acetate/hexanes) to afford the title compound of this Example as a colorless solid. 130 mg. MS 
Cala:505.3 Found:505^ 

10 [0509] Using the appropriate starting materials. EXAMPLES 17-1 to 17-113 were prepared in an anak>gous marv 
ner to that descril>ed in EXAMPLE 17. 

EXAMPLE 17-1 

15 2K3.5^ichloro-4-[4-hydroxy-3-(piperidine-1-cartX)nyl)-phenoxy)-p^ 
[0510] 

MS Calc.:477.3. Found:477.0, 

20 

EXAMPLE 17-2 

2^3-Chloro-4-{4-hydroxy-3-(pipendine-1-carbonyl)-phenoxy]-5-methyl-^ 

25 [0511] 

MS Catc.:456.9; Found:457.2. 
EXAMPLE 17-3 

30 

2-{3-Chloro-4-[4-hydroxy-3.(pyrrolidine-1 Aan)onyl)-phenoxyJ-5-methyt-phenyl}-2H41 .2.41triazine-3.5:^one 
[0512] 

35 MS Calc.:443.8; Found:443. 1 . 
EXAMPLE 17^ 

>(2-Chloro-4-{3.5^»xo:4,5-dihydro-3H-{1,2.4]triazi^ 

40 

[0513] 

MS Calc:470.9; Found:471 .2. 
45 EXAMPLE 17-5 

5-(2<:hloro-4-(3.5-dioxo-4,5^7iydro-3H-{1.2.41triazin-2-y^ 
[0514] 

50 

MS Cala:464.9; Found:465.1. 
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EXAMFO-E 17-6 

N-Cydohexyl-5-I2.6Hlichloro-4-(3.5-dioxo-4,5^ihydro-3H-(1,2.41^^ 
5 [0515] 

MS Calc.:519.4; Found:519.0. 
EXAMPLE 17-7 

10 

2«{3.5-Dfchloro«4444iydiDxy-3-{pyrrofidine^ .2.4Jtriazine-3.5-dlone 
[0516] 

15 MS Calc.:463.3; Found:463.1. 
EXAMPLE 17-8 

2^4^3-{A2epane-1-cai1x>nylH'hydroxy-phenoxy^3,5KJichloro-pheny^ 

20 

[0517] 

MS Calc.:491.3; Found:491.1. 
2S EXAMPUE 17-9 

2-{3.5-Oichk)ro-4-{4-hydroxy-3-(4-inethyl-fMperkJine-lK:arbonyl 
[0518] 

30 

MS Cate.:491.3: Found:491.1. 
EXAMPLE 17-10 

35 N-Cydohexyt-542,6-dichlofO-4-(3.5-dioxo^.5-dihydro-3H- [1 ,2,4Jtriazin-2-yt)-phenoxyl-2-hydroxy-ben2afnidc 
[0519] 

MS Calc.:491.3; Found:491.1, 

40 

EXAMPLE 17-11 

N-Cydohexyl-5-[2,6-d3KonrK)-4-(3.5-dioxo-4.5-dtfiydro-3H-( 
45 [0520] 

MS Calc.:580.2; Found:579.0 (M-1). 
EXAMPLE 17-12 

50 

2-{3.5-OibronK>-4-{4-hydroxy-3-<pipendine-1-caftx)nyl)^ 
[0521] 

55 MSCalc.:580^;Found:581.1- 
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EXAMPLE 17-13 

N-BenzyI-5-I2.6<Jibrc)nTO-4-(3>dioxcH».5-dihydro-3H41.2,4)^ 
5 [0522] 

MS Calc.:588.2; Found;589.0. 
EXAMPLE 17-14 

5-(2,6-DibronfKHK3,5^ioxo^.&KJihydro-3H^1.2,4Jtriazi 
[0523] 

15 MS Calc.:602.2; Found:603.0. 
EXAMPLE 1715 

5-f2,6-D jbromo-4-(3.5-diox<>4.5-dihydro-3H-( 1 .2,4Jtiia2in-2-y1)-phenoxy]-24Tydroxy-N-(1 R-phenyl-ethyl)-ben2amide 

20 

(05241 

MS Calc.:602.2; Found:603.0. 

25 EXAMPLE 17-16 

542.6-Oft)romo^-(3,5-dioxo-4.5-dihydro-3H-[i;?,4^^ 
mide 

30 [0525] 

MS Calc.:568.2; Found:569.0. 
EXAMPLE 17-17 

35 

5^2.6-Dib^om<M-(3,5-dioxo-4.5-dlllyd^o-3H-[1.2.4]tr^ 
(05261 

40 MS Cak:.:574.2; Found:575.0. 
EXAMPLE 17-18 

2^3,5^ichlofo-4-(4-tiydfOxy-3K1 .3>trim^hy^ 
45 azine-3,5-dione 

[0527] 

MS Calc.:545.4; Found:545^. 

50 

EXAMPLE 17-19 

542,6-Oibromo-4-(3.5-dkJXO-4.5Kjmydro-3H-|1.2.4Jtri^^ 
mide 

55 

[0528] 

MS Calc.:568^ Found:569.0. 
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EXAMPLE 17-20 

542,6-Dich!oro-4-<3.5-dioxo-4.5KJihyclra-3H41,2,4]^^ 
5 [0529] 

MS Calc.:489.3; Found:487.1. 
EXAMPLE 17-21 

10 

N-(2-Chloro-benzy!)-5-f2.6-dlcWoro-4-(3,5-dkixo^.5HJ^^ 
[0530] 

15 MS Calc.:533.8; Found:533. 1. 
EXAMPLE 17-22 

N-Cydolxjtyl-5-{2.6-dk:hloro-4-{3.5-dioxo-4,5-dmydro-3H-n 

20 

[05311 

MS Calc.:463.2; Found:461.0. 
25 EXAMPLE 17-23 

5-(2.6-Oichl6ro-4-(3.5-dk)xo^,5-dmydra-3H-[1,2.4Jtri^ 
[0532] 

30 

MS Cala:505.4; Found:505.0. 
EXAMPLE 17-24 

35 N-Cydohexylmethyl-5-l2,6-dichloro-4-(3.5-dioxo-4,6<^^ (1 ,2,4priazin-2-yl)-pheiK)xyJ-2-hydroxy-benzamide 

[0533] 

MS CaJc.:505.4; Found:505.1. 

40 

EXAMPLE 17-25 

5-f2.6-Oichk>ro-4-(3,5^»x<M.5Klihy<fro-3H-[1.2.4Jt^ 
zamide 

45 

[0534] 

MS Cak:.:543.4: Fdund:543.1. 
50 EXAMPLE 17-26 

5-l2,6-OibrDmo-4-(3.5Klk)XO-4.5-dihydro-3H-{1.2.4]tii^^ 
[0535] 

55 

MS Cala:614.3; Found:615.0. 
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EXAMPLE 17-27 

N-Bicydo[2.2.11hepl-2-yl-542.6KJibromo-4-(3,5KJiox<>-4.5-dil^^ 
mide 

5 

10536] 

MS Calc.:59Z3; Found:593.0. 

10 EXAMPLE 17-28 

N-Bicycfo(2.2J]hept-2-yl-542,6KiibfDnK>-^ 
mide 

IS [0537J 

MS Cate.:592.3; Found:593.1. 
EXAMPLE 17-29 

20 

5-I2.e-DibfDm<>-4-{3,5-diox<>-4.5Hfihydro-3H-[l,2.4Jtriazin-2-yl)-^^ 
mide 

(0538] 

25 

MS Cala:594.3; Found:595.0. 
EXAMPLE 17-30 

30 N4::yclopropyl-5^2.&^ichlorcHl-(3,5-dioxo-4.5^ihydr^^ [1 .2,4]triazin-2-yl)-phenoxyl-2-hydraxy-benzamide 
[0539] 

MS Calc.;449,3; Found:447,l. 

35 

EXAMPLE 17-31 

542.6-Dichloro-4-{3.5-diaxcM.5-dihydro-3H-Il ,2.4]triazin-2-yl)-phenoxyl-2-hydra)cy-NK4^thy^ 
mide 

40 

[0540] 

MS Catc.:505.4; Found:503.1. 

45 EXAMPLE 17-32 

N-Bicyclo(2^J|hept-2-yl-5-{2,6-dichloro-4-(3.5<lioxo^.5^ 
mide 

50 [0541] 

MS Calc.:503.4; Found:503.1. 
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EXAMPLE 1733 

2^3,5-Dichloro^(4-hydroxy-3-(3,3.5-tr*imethyl-a2ep^ 
5 [0542] 

MS Cala:533.5; FcHjnd:533.2. 
EXAMPLE 17-34 

5-f2.6-Dkdlloro^-<3.5Ki^oxo-4.5-dihydro-3H^1.2.41^^ 

1- yl)4>efizamide 

[0543] 

15 

MS Calc.:539.4; Found:539.1. 
EXAMPLE 17-35 

20 N-(1-Cyctohexyl^lhyl)-5 (2.6-dichloro-4-(3.5-dioxo-4.5-dihydro-3H-l1 .2.4Jtriazin-2-ylH)henaxyf2-hydroxy-befizamide 
[0544] 

MS Calc.:519.4; Found:519.1, 

25 

EXAMPLE 17-36 

N-(1-Cydohexyl-ethyl)-5[2.6-dichloro-4H3.5-dk)xo-4,5^^ (1 .2.41lriazin-2-yl)-phenoxji-2-Mroxy-benzamide 

30 [0545] 

MS Calc.:519.4: Found:519.1. 
EXAMPLE 17-37 

35 

2- {3.5-Okrfik>ro-4-{3-(5-ethyl-2-methyl-piperk!in^ 

[0546] - 

40 MS Calc.:519-4; F6und:519.1. 
EXAMPLE 17-38 

2-{3.5-OfChtoro-4-{4-hydraxy-3-(3^nelhyl-3i^ 
45 dtone 

[0547] 

MS Ca!c-:567.4; Found:567.1, 

50 

EXAMPLE 17-39 

2-{3.5-OtchIoro-4-f3-(3,3-dimethyl-piperklme-1-c^^ 
55 [0548] 

MSCala:505.4:Found:505.1. , 
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EXAMPLE 17-40 

5^2,6-Dichtoro-4-{3.5-dioxo-4,5Klihydro-3H-[1,2.4]lrtein-2-^^ 
5 [0549] 

MS Cafc.:527.4; F6und:527.0. 
EXAMPLE 17-41 

10 

5^2,W)lchloro-4-(3,Mioxo-4,5^iTiydro-3H41.2.4Jtna2i^^ 
mide 

[0550] 

15 

MS Calc.:525^: Found:525.0. 
EXAMPLE 17-42 

20 N-Ctuoman-4-ylmelhyl-5-I2.6-dichloro-4-(3,^ (1 ^.41lria2in-2-yl)-phefK»c^-24iydfoxy-N^^ 

benzamide 

[0551] 

25 MS Calc.:569.4; Found:569.0. 
EXAMPLE 17-43 

5-{2,6-DibrcOTio^-{3.5-dioxo-4.5-dihydro-3H-li;2.4]trto 

30 

[0552] 

MS Calc.:614.3; Found:615.0. 
35 EXAMPLE 17-44 

N-Benzyl-5l2,6-dichloro-4-<3.5-dk)xo-4.5-dihydro-3H41,2,^ 
[0553] 

40 

MS Cala:5t3.4; Foiind:513.1. 
EXAMPLE 17^5 

45 N-Bkyck)(2.2.1]hepl-2-yi-5-{2.6-dichloro-4-<3.5-dk>xo^.5^ .2.4]tria2iiK2-yl)-phenoxyh24iy<fcoxy-ben2a- 
mtde 

[0554] 

50 MS Calc.:503.5; Foiind:503.0. 
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EXAMPLE 17^6 

5-l2.6-Dichk)ro-4-{3.5-dioxo-4,5HJihydro-3H41,2,41triazin-2-yl^ 
ck)I2.2. 1]hept-2-yi)-benzamide 

5 

[0555] 

MS Calc.:545.4; Found:545^. 
10 EXAMPLE 17-47 

542,6-OichlorD-4-(3,5<rioxo-4.5-cr^ .2.41tria2in-2-yf)-phenoxy^2-hydraxy-^Hl H-indol-4-ylmethylH>en2a- 

mide 

15 [0556] 

MS Caic.:538.4: Found:536.0. 

EXAMPLE 17-48 

20 

243,5-Oichloro-444-hydroxy-3-{1 .2.3.4-tetfahydroTl ,4-epiazano-nap^ 
(1 .2«4]fnazine-3.5-dione 

[0557] 

25 

MS Calc,:537.4; Found:537.0. 
EXAMPLE 17-49 

JO 542.64>k^loro-4-{3,5-dk»xo-4.5-dihydro-3H^1,2.41triazin- 
benzamide 

[0558] 

35 MS Calc.:514.4; Found:514.1. 
EXAMPLE 17-50 

2^3.5-Dich!oro-444-hydroxy-3-(4-phenyl-pipefkline-lKa^ 

40 

[0559] 

MS Calc.:553.4: Found:553.0. 

45 EXAMPLE 17-51 

5^2.6-Dk:hto^o-4-{3,5KfioxcHl.5-d^rIyd^o-3^ 
zamide 

so [0560] 

MS Calc.:529.4; Found:529.0. 
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EXAMPLE 17-52 

rH6-Chk)ro-pyrk!iD-3-yl)-5-l2,6-dk:htoro^-(3,5^^ 
mkJe 

5 

[0561] 

MS Calc.:520.8: Found:520.5. 

10 EXAMPLE 17-53 

2-{3.543ic*toix>^3H2.3^ifnethyl-2.3Ki^ 
cfione 

15 [0562] 

MS Calc.:539.4; Found:539.1. 
EXAMPLE 17-54 

20 

5^2.6^>lChto^o-4-(3.5-dioxo-4,5-dihydro-3H^1.2.4p^ 
[0563] 

25 MS Calc.:589.4; Found:589.1. 
EXAMPLE 17-55 

5-I2,64>krf»k)ro-4-(3.5-dioxo-4.5Kiiriydro-3^ 

30 

[0564] 

MS Calc.:513.4; F6und:513.1. 
35 EXAMPLE 17-56 

2-{3,5-Ok:hloro-4-{3-(2.3KJihydro-indoJe-1<:artxw 
[0565] 

40 

MS Calc..-51 0: Found:51 1.0. 
EXAMPLE 17-57 
45 542.6-Okrfiloro^-{3,5^ioxo-4.5-dihydro-3H-[1^,41ti^^ 
[0566] 

MS Cate.:589.4; F6urel:589.1. 

so 

EXAMPLE 17-58 

2-{3,5-Ok^iloro-4-[4-hydraxy-3K2Hnethy^2.3-di H:artx)nyl)-phenoxy]-phenyl^2H-(1 ,2.41triazine-3.5^^ 

55 [0567] 

MS Calc.:525.4: Found:525.L ' '""^ 
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EXAMPLE 17-59 

5-I2.6-Dichloro-4-(3.5^ioxo-4,5K!ihydro-3H41.2.41triazin^ 
benzamide 

5 

[0568] 

MS Caic.:582.2; Found:583.0. 

10 EXAMPLE 17-60 

542,6-OrchIora-4-<3.5-<fiQXO-4.5-dihydr<>-3H^1,2.41^^ 
zanude 

15 [0569] 

MS Calc.:531.3; Found:531.1. 
EXAMPLE 17-61 

20 

N-(2K4-Chloro-phenyl^1-fnethyl-^thyO-5-I2.6-dichIof^ 
hydroxy-benzamide 

[0570] 

25 

MS Calc.:561.8; Found:561.1. 

EXAMPLE 17-62 

30 2-{3.5-OkWoro-4-[4-hydroxy-3-(3-memyl-3-pheriyl^^ 
dtone 

[05711 

as MS Calc.:553.4: Found:551.2. 
EXAMPLE 17-63 

2H3,5-Ok:htoro-4-I4-liydroxy-3^3-phenyl-piperidine^ 

40 

[0572] 

MS Calc.:553.4; Found:553.0. 
45 EXAMPLE 17-64 

2-{3,5-Ok:hlolo-4-(3^3-cyctohexyt-piperidme-1 -carlxmylH-hydraxy-phefK»cyl-phenyl}-2H^1 ^4Jtria2ine-3.5-dk>ne 
[0573] 

so 

MS Calc.:559.4; Found:559.0. 
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EXAMPLE 17-65 

2^443^2-BenzyHMperidine-1 -cart)onyl)-44^^ .2.4]triazine-3.5-dione 
5 [0574] 

MS Calc.:567,4; Found:567.0. 
EXAMPLE 17-66 

10 

2^3.5-Ofchk)ro-4-l3-(3.4-dihydro-1H-isoquifW^^ 
[0575] 

15 MS Calc,:525,4; Found:525.0. 
EXAMPLE 17-67 

5^2.6-Dichk)ro-4-(3.5-dioxo-4.5-dihydro-3H41.2.4]triazin-2-yl)-p^ 
[0576] 

MS Cate.:527.4; Found:526.9. 

25 EXAMPLE 17-68 

N^2-(4-Chloro-phenyl)-1-methyI-ethylJ-5-I2.6-dk::h 
hydroxy-N-metfiyt-benzamide 

30 [0577] 

MS Cakx:575.8; Found;574.9. 

EXAMPLE 17-69 

35 

542,6-Oichk)r(^4-(3.5-dioxo-4.5-dihydro-3H-{1 ,2,41triazOT-2-ylH>hefK«yh2-M««y-W-{ 1 , 1a,6.6a-te1rahydro-cyck>- 
propa[a]mden-1-yt)-benzafnide 

[0578] 

40 

MS Calc.:537.4; Found:535.1. 

EXAMPLE 17-70 

45 542,64)ichlon>4-(3,5-dioxo-4,5-dihydro-3H41,2.41t^^ 
2-yl)-berizafnide 

[0579] 

SO MS Catc.:539.4; FcMind:538.9. 
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EXAMPLE 17-71 

N-(1-Benzyl-cydopentyl)-542,6-dk::hloro-4-(3.5-dioxo 
benzamtde 

5 

[0580] 

MS Calc.:581.5: Found:680.9. 
10 EXAMPLE 17-72 

NH1-Benzyl-cyclohexyl)-5-[2.6-dkiilofO^ II .2,4Jtriazin-2-yl)-phenQxy^2-hydroxy-N^ 

benzamide 

IS [0581] 

MS Calc.:595.5: Found:594.9. 
EXAMPLE 17-73 

20 

2-{3,5-Dk*loro-4-(3-(3,4-dihydro-2H-quifK>line'1-cartK)nyl)^^ 
[0582] 

25 MS Calc.:525.4; Found:525.2. 
EXAMPLE 17-74 

2^3.5-DichIor<>^l4-hydroxy-3-(3R-methyl-3-phenyt-piperi^ 
30 dk>ne 

[0583] 

MS Calc:567.5; Found:567.3. 

35 

EXAMPLE 17-75 

2^3.5XHcWoro-4-{4-hydroxy-3-(3S-m€thyl-3-phenyl^^ 
dkme 

40 

[0584] 

MS Cak:.:567.5; Found:567.1. 

45 EXAMPLE 17-76 

2^3,5-Oichtora-4-I4-liydroxy-3-{2.3-dihydro-spi^ 
|1 .2.4]tnazine-3.5-dione 

so [0585] 

MS Calc.:579.4; FoiJnd:579.1. 
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EXAMPLE 17-77 

2-{3,5-Dichloro-4^3-(2,3.4.4a,9,9a-hexahydrDHndeno(2J4)]pyrklm^ 
[1 .2.4Jtriazine-3,5-<Jione 

5 

[0586] 

MS Calc.:565.4; Found:565.2. 
10 EXAMPLE 17-78 

2-{3.5-Dichloro-4-(3-<3-cyciohexyi-3-methyf-pipendiff^ -cart)onyt)-4-*Vdroxy-phenoxyJ-phenyf}-2H-I1 .2,4Jtriazine-3;5- 
dione 

15 [0587] 

MS Calc.:573.5; Found:573-1. 
EXAMPLE 17-79 

20 

2H3,5-D«:hloro-4-[4-hydraxy-3-(l-p4olyl-3-aza-bicydo(3.1^ 
3,5-dione 

[0588] 

25 

MS Calc.:565.4; Found:565.1. 

EXAMPLE 17^0 

30 5^2,6-Oichloro-4-(3.5KJioxo-4.5-di7Tydro-3H-(1.2,4]triaa^ 
naphthalen-1 -ybnethyQ-benzamide 

[0589] 

35 MS Cala:567.4; Found.567.3. 
EXAMPLE 17-81 

542.6-Dlch!orc>^(3.5Klioxo^.5-dihydro-3H-{1.2.4}triazin^^^ 
40 tetfahydro-5H-benzocyck>hepten-2-yl)-ethyl]-benzamide 

[0590] 

MS Calc:G09.6; Found:609.3. 

45 

EXAMPLE 17-82 

542,6-Ok;hloro-4^3.5KJioxo-4.S<lifTydro-3H-I1 ,2.41triazin-2-yi)-phenoxyl-2-hydroxy-N-{1 ,7.7-trimethyl-bicy- 
clo(2^.1}he{it-2-ylH>enzamide 

50 

[0591] 

MS Calc.:545-5; Found:545.3. 
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EXAMPLE 17-83 

2-{4-{3-( 1 1 -A2a-tricydo(7.3.1 ,0^^Jtndeca-2(7).3.5-triene-1 1 -carbonyiH-hydroxy-phenoxy]-3.5-dichloro-phenyl}-2H- 
(1 .2.4]triazifie-3.5-dione 

5 

[0592] 

MS Calc.:565.4; Found:565.1. 
10 EXAMPLE 17^ 

2^3,5-Dichtoro-4r(3-{3.3-diphenyl-piperkfine-l-cartx> 
[0593] 

IS 

MS Calc.:629.5: Found:629.1, 
EXAMPLE 17-85 

20 2^3.5-Dk:htoro-4-(3-(1.3-dihydro-spiro(1HHndene-1.3'-piperidi^^ 
[1 ^.4]triaziAe*3.5-dione 

[0594] 

25 MS Calc.:565.4: Found:S65.1. 
EXAMPLE 17-86 

2-{3,5-Dichloro-4-[4-hydroxy-3K3-methyl-3.4-dihydr<>-1H-isoquinoline^^ 
30 3.5-dione 

[0595] 

MS Calc.:539.4; Found:539,1 . 

35 

EXAMPLE 17-87 

2'{3.543ichloro-4-(3-^,8^imethoxy-3.4-dihydro-1 H-isoquinoRne-2-<arbonyl>-4-hydroxy-phenoxyJ-phenyl>-2hH1 .2,4]lri- 
azine-3,5-dione 

40 

[0596] 

MS Calc.:585.4: Found:585.1. 
45 EXAMPLE 17-88 

2-{4-[3-{7-BronK)-3,4-diliydro-l H-isoquinorme-2-cartx)^^ .2.41lriaztne- 
3.&<rione 

50 [0597] 

MS Calc.:604.2; Found:605.2. 
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EXAMPLE 17-89 

2-{3.5-D«;h!oro-4-l4-hydroxy-3^8-methoxy-3,4-dihydro-1H-isoq^^^ 
azine-3.5-dione 

5 

[0598] 

MS Cak:.:555.4: Found:555.3. 

10 EXAMPLE 17-90 

2^3.5-bkdilciro-443^67-dimethoxy-3.4-da^^ 
azine-3.5-dtone 

15 [0599] 

MS Calc.:585.4; Found:585.3. 
EXAMPLE 17-91 

2-{3,54)ichtoro-4-(44iydroxy-3-(34iydraxymethyl-3.4^^^ 
[1 ,2,4]triazine-3.5-dione 

[0600] 

25 

MS Calc.:555.4; Found:555.3. 
EXAMPLE 17-92 

30 5-{2.84>ichlora^3,5<iiox(M.5<iihydrcH3H-^ ,2.411riazifi-2-yl)-phencjxy]-2-hydraxy4»l-(2.6.64rinw 
clo[3. 1 . iy)^-3-yf )-benzamtde 

(0601) 

35 MS Calc.:545.4; Found:544.9. 
EXAMPLE 17-93 

5-{2.6-Oichtoro-4-(3,5-dloxo-4,5-dihydro-3H-[1 ,2 
40 benzamkte 

[0602] 

MS CaSc.:507.3; F6und:506.9. 

45 

EXAMPLE 17-94 

2-{3.5-Oichk>ro-4-[3-(4,4-dimethy1-3.4-<l9iydro-1 H-isoquinofine-2-carbonylH-*Vdroxy-phenoxyli)he^^ ,2;41tri- 
azine-3.5-dtone 

50 

[0603] 

MS Calc.:553.4: Found:552.9. 
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EXAMPLE 17-95 

2^3.5-Dichk)ro-4-l4-hydroxy-3-(4-methoxy-3,4-dihydrc>-1H-isoquiTO^^ 
azine>3,5-dione 

5 

[0604] 

MS Calc.:555.3: Found:554,9. 

10 EXAMPLE 17-96 

2-{3.5-Dk:hloro:4-(3-(8.8-dimethyl*9-o)ca-2-aza-spiro[^^ 
[1 ,2,4]triazine-3.5-dione 

15 [0605] 

MS Calc.:575.4; Found:574.9. 
EXAMPLE 17-97 

20 

2-{3.54>k:hlorp-443-(8Hi)loro-3.4Kifhydro-1H*isoquinoline-2K^ 
3,S-dione 

[0606] 

25 

MS Cala:559.8; Found:558.8. 
EXAMPLE 17-98 

30 2-{3.5>Oichtoro-4-[4-hydroxy-3-(4-methyl>3.4-dthydro-1 H-isoqutnoiine-2-carbonyl)-phenoxy]-phenyl}-2H-[1 ^.4]triazine- 

3.5- dk>ne 

[0607] 

35 MS Carc.;539.4; Found:538.9. 
EXAMPLE 17-99 

542.6-Dk:hloro-4'(3,5-dioxo-4,5-d3iydro-3H-(1.2.4]triazin^^^ 
40 benzamide 

[0608] 

MS Calc.:547,4; Found:546.9. 

45 

EXAMPLE 17-100 

2-{3,54)tchk}ro-4-(4-hydroxy-3-(2S-riydroxy-7-aza-spiro[4.5]dec^ 

3.6- dtone 

50 

[0609] 

MS Calc.:547.4; Found:547.1. 
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EXAMPLE 17-101 

2^3,5-Oichtoro-4-(4-hydroxy-3^2R-hydroxy-7-aza-sptro(4.5Jdeca 
3.5-dione 

5 

[0610] 

MS Calc.:547.4; Found:547.1 . 

10 EXAMPLE 17-102 

542.6-Ok:hk)ro-4^3.5-dioxo-4.5^ihydro-3H-{1.2.41tria2i^^ 
(1a,2b,5a)-yl>-2-hydroxy-benzafnide 

15 (0611 J 

MS Calc.:531.4; Found:531.1. 
EXAMPLE 17-103 

20 

542,64)ichloro-4-{3.5-dioxo^.5^ihydfD-3H41.2,4Jtria^ 
1 »3}dioxolane))-2-hy<lroxy-ben2amide 

[0612] 

25 

MS Calc.:561.4; Found:560.9. 
EXAMPLE 17-104 

30 2-{3.5-Dichlor<M-l4-hydroxy-3-(3-<)xo-8-aza4)icyclo[3.2.11octane-8^ 
dione 

[0613] 

35 MS Cafc.:517,3; Found:516.9. 
EXAMPLE 17-105 

2-{3,&'Ok:hk)ro-4-{4-hydroxy-3*(nK»rpholi^ ^.4]triazfne^,5-dione 

40 

[0614] 

MS Calc.:479.3; Found:478.8. 

45 EXAMPLE 17-106 

5^2,6-Ok:hIo^o-4-<3.5-dkwo4.5KJalydr<>-3H^1.2.4]b^^ 
benzarmde 

50 [0615] 

MS Cate,:507.8; FourKl:507.0. 
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EXAMPLE 17-107 

5-l2.6-Dk:hloro-4-{3,5Kiioxo-4.5-d»iydro-3H41.2,4Jtriazin 
benzamide 

5 

[0616] 

MS Cala:493.3; Found:493.0. 

10 EXAMPLE 17-108 

5^2,64)k:hloro-4-(3.5KJkJxo-4.5KJihydro-3H41,2.4]triaz^ 
do(3.2.1]octane-3-endo.2'(3'HHufan))-benzamide 

Y5 (0617) 

MS Calc.:5S9.4; Found:559.0. 
EXAMPLE 17-109 

20 

2^3,5-Dk*torcHH3-(2S.6RKJimethyl-nrK)rpholine-4-car^ 

[oieis] 

25 MS Calc.:507.3; Found:505.1. 
EXAMPLE 17-110 

5-|2,6-Dk:hlofo-4-{3.5-dioxo-4,5<Jihydro-3H41.2,4Jtriazi^ 
JO benzamide 

(06191 

MS Ca!c.:481.3; Found:481.1. 

35 

EXAMPLE 17-111 

5-(2.S'Dichlorc>-4-{3.5-dk)xo-4.5-dihydro-3H41 ,2.41tria2^ 
d(42.2. 1 yiept-2-ylH)enzaintde 

40 

(0620) 

MSCakx:533.4; Foufid:533.1. 

45 EXAMPLE 17-112 

542,64)ichloro-4-(3.5-diQxo-4.5-daiydro-3H41,2,41tria2if^^ 
benzamide 

50 (0621] 

MS Calc.:521.4; Found:521.2. 
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EXAMPLE 17-113 

2^3.5-Dichloro-4-[44iydroxy.3-{34iydroxymethyl-3-fnethyl-nK^^ 

azine-3,5-dione 

5 

{0622] 

MS Cak:.:523.3; Found:522.9. 
10 EXAMPLE 18 

244-<3-BronrKM-Mfo^-phenoxy)-3.5-dimelhyf-phenyO-3.^ ,2.4]tiia2ine-e^rt)OxyBc add 

benzyiamide 

15 Step A 

2-I4-(3-eronw-4-methoxy-phenoxy)-3.5-dimethyl-phenylh3,5-di .2.41triazfne-6-carbO)cylic add 

benzytamide 

20 [0623] To a solution of benzylamine (6 ^mol) in 10% DMF/DCE were added sequentially 10% DMF/DCE solutions 
of 2-[4-(3-bronK>-4-methoxy-phenoxy)-3.5-dm>ethyl-prieny11'3.5^^ 

add (5 ftmol) and N-methylmorphoTine (6 nmd). A OMF solution of O-benzotriazol-1-yl-N.N.N'.NMetfamethyluronium 
hexafluorophosphate (7.5 jimol) and the resufting solution was shaken for 4 h at room temperature. The reaction was 
concentrated at 60°C In a vacuum oven overnight HPLC and LCMS shows complete conversion to the title compound 
25 of Step A. MS Calc.:550.1; Found: 549.0 (M-1). 

StepB 

2-(4-(3-Bromo-44iydroxy-phenoxy)-3.5-dimethyH>henyl]-3.5-^^ 
30 t>enzylamide 

[0624] Cleavage of the methyl ether was accomplished using procedures analogous to those detailed atM>ve/such 
as Step C of EXAMPLE 12. to afford the title compound of this EXAMPLE. MS Cafe.: 536.1; Found: 535.0 (M-1). 
[0625] Using the appropriate starting materials. EXAMPLES 18-1 to 18-147 were prepared in an analogous man- 
35 ner to that described in EXAMPLE 18. 

EXAMPLE 18-1 

244-<3«Bromo-4-methoxy-phenoxy)-3.5-dimethyi-phenylh3,5-diox^^^ .2.4]triazwie-6-carbaxylic add 

40 sec-butylamide 

[0626] 

MS Calc.: 516.1; Found: 514.9 (M-1>. 

45 

EXAMPLE 18-2 

2-{4-(3-BronfKM-rnethoxy-phenQxy)-3.5-dimethyt-phenyO-3,5-^ .2.41triazine-6-cartxwyfc add 

(4-mettiyl-cycfohexyf)-amtde 

so 

[0627] 

MS Calc.: 556.1; Found: 555.1 (M-1). 
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EXAIVff>LE 18-3 

2-j4-<3-8ronKH4-methoxyi)henoxy)-3,5MJimethyl~phenylJ-3.5Kjbxo-2,3.4.5- 
(4-phenyl-butyl)-amide 

5 

{0628] 

MS Calc.: 592.1 ; Found: 591 .1 (M-l). 

10 EXAMPLE 18-4 

244-(3-BroiiKHl-methoxy-phenoxy>-3,5-dimethyt^ 
(2-hydroxy-propyl)-amide 

iS [06291 

MS Calc.: 518.1; Found: 516.8 (M-1). 
EXAMPLE 18-5 

20 

244-(3-Bromo-4-melhoxy-phenoxy)-3.5-dimethyl-phenyO-3.5Klk>xa-2.3.4, add 
cydohexylamide 

[0630] 

25 

MS Calc: 542.1; Found: 541.0 (M-1). 

EXAMPLE 18-6 

30 2-{4-{3-BronK>4-memoxy-pheno)!y)-3,5-dimethyl-phe^ 
(2-(2-fiydf0xy-ethoxy)-ethyil-amide 

(0631) 

35 MS Calc.: 548.1; Found: 553.8 (M+l). 
EXAMPLE 18-7 

244-(3-6rofiK>^-methoxy-phenoxy)-3.5-dimemyl-phenyl}-3.5-diox ^,4]triazine-6-cartx3xyfic acid 

40 (pyrirnidin-2-ylniethyi)-amide 

[0632] 

MS Calc,: 552.1; Found: 549.9 (M-1). 

45 

EXAMPLE 18^ 

-[4-(3-BronK>-4-methoxy-phenaKy)-3.5-dimetfi^^ acid 
(3-piperk^1 -yl-pr<^iyl)-annide 

so 

[0633] 

MS Calc.: 585.2; Found; 584.1 (M-1). 
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EXAMPLE 18-9 

2^4-(3-BronfKM-methoxy-^henoxy)-3.5-dirnethyl-phefiylp3,5^ ,2.4)triazine-6-carboxylic add 

bufylamtde 

5 

[0634] 

MS Calc.: 516.1; Found: 514.9 (M-1). 
to EXAMPLE 18-10 

2^4-(3-Bfonw-4-lnethoxy-phenoxy)-3,5-d^methyfi)henyO-3.5^ ,2.4]tria2lfie-6-cafftJOxylic acid 

undecytamide 

15 [0635] 

MS Calc.: 614.2: Found: 613.2 (M-1). 
EXAMPLE 18-11 

20 

2^4-(3-BfonfK)-4-methoxy-phenoxy)-3.5Klimethyl-^ .2,41tria2ine-6-cartK)xyfic add 

(furan-2-ytmethyl)-amide 

[0636] 

25 

MS Cate.: 540.1; Found: 538.9 (M-1), 
EXAMPLE 18-12 

30 2-(4-<3-Bromo-4-methoxy--phenoxy)-3.5-dimethyl-phenyO-3.5-diox^^ ,2,4Jtriazine-6-carboxytic add 

(4-cyano-cydohexylmethyl)-amide 

[0637] 

35 MS Calc.: 58 1 . 1 ; Found: 580. 1 (M-1 ). 
EXAMPLE 18-13 

2-{4-<3-BronrK>-4-methoxy-phenoxy>-3.5-dimethyl^ .2,4]triazine-6-cartK)xyGc add 

40 (3-(4-methyl-piperazin-1-yl)-propyll-amide 

[0638] 

MS Calc.: 600.2; Found: 599.1 (M-1). 

45 

EXAMPLE 18-14 

2-[4-(3-6rofno-4-niethoxy-phenoxy)-3.5Kltmetliyt-pheny^ add 
(tetrahycfeD-luFan-2-ylmettiyO-afnide 

50 

[0639] 

MS Calc.: 544.1; Found: 543.0 (M-1). 
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EXAMPLE 18-15 

244-(3-6romo-4-methoxy-phenoxy)-3.5Klimethyl-phenyfJ-3,5-dk)xcH23.4.5-te^ 1 ,2,4]triazine-6-carboxylic acid 
aHylamtde 

5 

[0640] 

MS Calc.: 500. 1 ; Found: 498.9 (M-1), 
10 EXAMPLE 18-16 

244-(3-6romo-4^ethoxy<i3henQxy>-3,5-dknethyti)hefiyq^ ,2,4]triazine-&<:aft>oxyfic add 

(2-morpholui-4-yi-ethyl)-amide 

IS {06411 

MS Cafc.: 573.1; Found: 571.9 (M-1). 
EXAMPLE 18-17 

20 

244-(3-BronrKM-methoxy-phenoxy)-3,5HJimethyl-phenyll-3,5^ 
(2-cydohex-1 -enyl-ethyl)-amide 

[0642] 

25 

MS Caic.: 568. 1 ; Found: 566.9 (M-1), 
EXAMPLE 18-18 

30 2-(4-(3-6romo-4-methoxy-phenoxy)-3.5^iinethyt-phenyl]-3.5-dk^ .2,4]triazine-6-carboxylic add 

[2-hydroxy-2-<4-hydroxy-3-methoxy-phenyl)-ethyl]-amide 

(0643} 

35 MS Calc.: 626, 1 ; Found: 624.9 (M-1). 
EXAMPLE 18-19 

2-(4-(3-Brofno-4-niethoxy-phenQxy)-3,5<Jnnethyi-phenyQ-3.5-d^ ,^,4]tnazine-6-cafboxyltc add 

40 (3-oxo4saxazoGdin-4-yl)-amide 

[0644] 

MS Calcj 545.1; Found: 543.9 (M-1). 

45 

EXAMPLE 18-20 

2-{4-(3-BronKH4<nriettK3xy-phenQKy)-3.5-dimet^^ add 
(3.3-diphenyl-propy1)-anttde 

so 

[0645] 

MS Calc.: 654.1; Found: 653.1 (M-1), 
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EXAMPLE 18-21 

2^4-{3-BronK>-4-methoxy-phenoxy>-3.5-dimethyl-phen ^.4Jtriazine-6-carboxyric ackl 

(2-melhoxy-1-methyl-ettiyl>-amide 

5 

C0646] 

MS Calc.: 532.1; Found: 530.8 (M-1). 

10 EXAMPLE 18-22 

244^3-Broino-4-inethoxy-pherioxy)-3.5-dimeth 
(2-0xo-2-phenykethy!)-afnide 

15 C0647I 

MS Cate.: 578.1; Found: 576.8 (M-l). 
EXAMPLE 18-23 

20 

2-{4-{3-Bromo-4-memoxy-phenoxy)-3,5-dimeth^ 
(pyridin-2-ytmetriyl)-amide 

[0648] 

25 

MS Calc.: 551.1; Found: 549.9 (M-1). 
EXAMPLE 18-24 

30 2-[4-{3-BfonK>-4-fneihoxy-phenoxy)-3.5-dimethyl-phe^^ ,2.41tria2tne-6-cart)oxyfic add 

[2-(1 H-indol-3-yl)-ethyl)-anrude 

[0649] 

35 MS Calc.: 603.1; Found: 602.1 (M-l). 
EXAMPLE 18-25 

2-I4-(3^romo-4-melhoxy-phenoxy)-3.5^jmethyl^^ ack! 
40 (1-a2a-bicydol2.2.21oct-3-yl>-amide 

[0650] 

MS Calc.: 569.1; Found: 568.1 (M-1). 

45 

EXAMPLE 18-26 

244K3-BronKHt-methoxy-phenoxy>-3.5-dimethy^ ,2,4priaane-6-cartx>xylic add 

[2-(2-isopropyl-5-methyt-phenaxy)-ethyl]-anfu^ 

50 

[0651] 

MS Calc.: 6362; Found: 635.1 (M-l). 
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EXAMPLE 18-27 

244-{3-BronK)-4-memoxy-phenoxy)-3.5-dimethyl-phenyl]-3.5Kl»xo-2,^ 
(pyridin-4-ylmethyl)-amtde 

5 

[0652] 

MS Ca!c.:551.1; Found: 550.0 (M-1). 
10 EXAMPLE 18-28 

2-(4-{3-Bromo-4-methoxy-phenoxy)-3,5-dimemyl-pheny^^^ ,2.4]triazine-6-caft)oxylic acid 

(thiophen<2-yifnethyl)-amide 

15 [0653] 

MS Calc.: 556.0; Found: 554.9 (M-1). 
EXAMPLE 18-29 

20 

244-(3^romo-4-fnethoxy-phenoxy)-3,5-dimethyl-phenyQ-3.5-dtoxo-2^ 
(1-hydroxymethyi-3-methylsuffanyl-propyt)-arnfde 

[0654] 

25 

MS Calc: 578.1; Found: 577.0 (M-l). 
EXAMPLE 18-30 

30 ({2^4-{3-Broma-4-methoxy-pherKJxy)-3,5-dimethyl-phenylJ-3.^ 
amino)-acetic add methyl ester 

[0655] 

35 MS Calc.: 518; Found: 517 (M-l). 
EXAMPLE 18-31 

2-l4-(3-Bromo-4HiiethQxy-phenoxy)-3.5-diinethyHjhenyQ-3.5-diox^^ ,2,41triazine-6-caftx)xyRc add 

40 [2-(3,4-bts-benzyloxy-phenyl)-ethyI}-amide 

[0656] 

MS Calc; 776.2; Found: 775.1 (M-1). 

45 

EXAMPLE 18-32 

2-{4-(3-BfDmo-4-methoxy-phenoxy)-3.5^ime»iy^ acid 
ttiiodvomafv4-ylafnkfe 

so 

[0657] 

MS Calc.: 608.1; Found: 606.9 (M-1). 
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EXAMPLE 18-33 

244-(3-Bromo-4-methoxyi>henoxy)-3.5KJimemyli)henyll-6-{pipe^^ 
5 [0658] 

MS Calc.: 528.1; Found: 526.9 (M-1). 
EXAMPLE 18-34 

10 

244-(3-Bromo-4-methoxy-phenoxy)-3.5-dimethy»-phenyO-3.5^ ,2,4]triazine-6-cafboxylic add 

(5-cyano-pentyi>-annide 

[0659] 

15 

MS Calc.: 555,1; Found: 553.9 (M-1). 
EXAMPLE 18-35 

20 244^3-Brofno-4-methoxy-phenoxy)-3,5-dimethyl-phenyip3,5-^ .2.4]triazine-6-carboxyfic acid 

prbp-2*ynylamide 

[0660] 

25 MS Calc.: 498.1; Found: 496.9 (M-1). 
EXAMPLE 18-36 

244-(3-Bromo-4-fnethoxy-phenQxy>-3.5-dimethyl-phenyl}-^ .2.4]triazine-6-carboxyfic add 

30 (1,1-diaxo-tetrahydro-1H-thiophen-3-yf>-amide 

[0661] 

MS Calc: 578.0; Found: 576.9 (M-1). 

35 

EXAMPLE 18-37 

2^4-{^*olno-4-methoxy-pheno!xy)-3.5-dimemyH>henyll^ .2,4Jtria2ine^,5-dione 
40 [0662] 

MS Cakx: 530.1; Found: 528.9 (M-1). 
EXAMPLE 18-38 

45 

2H4-(3-Bromo-4-methoxy-phenoKy)-3.5-di^^ ^,41tria2ine-3.5-dfone 
[0663] 

so MS Calc: 532.0; Found: 530.8 (M-1 ). 
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EXAMPLE 18-39 

f2-({244-{3-Brofno-4-fnethoxy-phenoxy)-3.5KJimethyl-phenyll-3.5 
aminoHhiazol-4-yq-acetic acid ethyl ester 

5 

[0664] 

MS Calc,: 629. 1; Found: 627.9 (M-1). 
w EXAMPLE 18-40 

244^3-Bromo-4-methoxy-phenoxy)-3,5-difnethyH)henylJ-3,^ A4Itria2ine-6-cartx)xyllc add 

(5-nnethyl-thia2ol-2-yl)-afnide 

15 [0665] 

MS Calc: 557.0; Found: 555.9 (M-1). 
EXAMPLE 18-41 

20 

244-(3-Bromc>-4-methoxy-phenoxy)-3.5-diniethyl-phenyll-3.5-dbxo-2 
(2-elhyl-2H-pyra2Dl-3-yl)-amide 

[0666] 

MS Calc: 554.1; Found: 552.8 (M-l). 
EXAMPLE 18-42 

30 (4-{2-I4-(3-Bronfia-4-niethoxy-phenoxy)-3.5-dimethyH)heny^ 
ptpef3zin-1-yl>-acettc add ethyl ester 

[0667] 

35 MS Calc.: 615.1; Found: 614.1 (M-1). 
EXAMPLE 18-43 

2H4-{3-Bronrto-4-melhoxy-phenoxy)-3.5-dimethyl-phenyn-6-(3^ 
40 azme-3,5-dione 

[0668] 

MS Calc.: 576.1 ; Found: 574.8 (M-1). 

45 

EXAMPLE 18^ 

6^3-Aza-bkycto|3.2.21nonane-3-carbonyl)-2-I4-(S4m)i^ .2,41tri- 
azine-3.&<ltone 

50 

[0669] 

MS Cakx: 568.1; Found: 566.9 (M-1). 
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EXAMPLE 18-45 

1^2-(4-(3-6romo-4-mefhoxyi)hefX>xy)-3.5-dimethyt-ph 
pipendine-3-cart>oxyIic acid amide 

5 

[0670] 

MS Cala: 571,1; Found: 569.9 (M-1). 
10 EXAMPLE 18^6 

2^4-(3-BronK>-4HTiethoxy-phenoxy>-3.5K!imethyl^^ ,2,4)triazine-6-cafboxyrtc add 

(6,6-dimethyl-bicyclo(3.1 . 1]hept-2-yln^ 

IS [0671] 

MS Calc.: 596.2; Found: 595.1 (M-1). 
EXAMPLE 18^7 

20 

2^4-(3-BronfK>-4-methQxy-phenoxy)-3.5Klimethyl-phe^ 
dione 

£06721 

25 

MS Calc.: 582.1; Found: 581.0 (M-1). 
EXAMPLE 1&48 

30 2^4-{3-B^onTO■4-methoxyi)henoxy)-3.5^^imeth^ .3.3-fnmethyl-6-aza4>icycIoI3.2.11octane-6H:arbon^^ 
2H-|1 .2.4]triazine-3.5-dione 

{0673] 

35 MS Calc: 596.2; Found: 595.0 (M-1). 
EXAMPLE 18-49 

2^4-(3-B^omo-4-methoxy-phenoxy)-3,5-dimethyl-phen^ .2.4}tria2ine-6-cartx)xyfic add 

40 btcydo[2^..1]hept-2-ylamide 

{0674] 

MS Calc: 554.1; Found: 552.9 (M-1). 

45 

EXAMPLE 18-50 

2^4-(3-Bromo-4-n^lethoxy-phenoxy)-3.5K^^^^ethy^>heny^ .2.4]lriaane-6-cart)0xyfic add 

(2-fn^hylanruno-ethyi)-amide 

50 

£0675] 

MS Calc: 531.1; Found: 529.8 (M-1). 
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EXAMFH.E 18-51 

244-(3-Brofno-4-methoxy-phenoxy)-3.&^imethyl-phenyl]-3.5KJ .2,41tria2ine-6-cafboxylic acid 

(3-imidazol-1-yl-propyl)-afnide 

5 

[0676] 

MS Caic.: 568.1 : Found: 566.8 (M-1). 
10 EXAMPLE 18-52 

2^4-(3-BroiTK>-4-methoxyi)henoxy)-3,5HJimet^ ;2.4]triazme-6-cartx»cylic acid 

l2-(l-methyH H-pyrrol-2-y!)-ethylJ-amide 

15 [0677] 

MS Cate.: 567.1; Found: 565.9 (M l). 
EXAMPLE 18-53 

20 

2^4^3-B^omo-4-methoxy-phenoxy)-3,5KJimemyl-phenyll-6-(4-pyridin-2-^^^ 
3.5-dione 

[0678] 

25 

MS Calc.: 606.1; Found: 605.1 (M-1). 
EXAMPLE 18-54 

30 2^4-(3-B^o^x>-4-lnethoxy-phenQxy)-3,5-dimettlyl^ ^.4]!ria2me-6-cart)oxyOc add 

3.5-difnethoxy-benzytafnide 

[0679] 

35 MS Gate.: 610.1; Found: 609.1 (M-1). 
EXAMPLE 18-55 

2-{4-{3-Bromo-4-methoxy-phenoxy)-3,5-dimethy»-pheny^^ ^.4]triazine-6-cartx)xylic add 

40 |3-(2-fnethoxy-ethaxy)-propyl]-an(iide 

[0680] 

MS Calc: 576.1 ; Found: 575.0 (M l). 

45 

EXAMPLE 18-56 

2-C4^3-Bromo-4-methoxy-phenoxy)-3.Mimethyl^ ^ .41lriazine-6<art)oxyGc add 

{2-(4-sulfenrKiyl-pheriyt)-ethyl)^mtde 

50 

[0681] 

MS Cakx: 643.1; Found: 641.9 (M-1). 
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EXAMPLE 18-57 

244^3-eromo-4-memoxy-phenoxy)-3.5-dimettiy^ .2.4Itriazine-6-carboxylic acid 

l2-(3.4,5-tiihydroxy-phenyl)-ethyi]-amide 

5 

[0682] 

MS Calc.: 612,1; Found: 613.0 (M+1). 
10 EXAMPLE 18-58 

2^4-(3-8romo-4-methoxyH)henoxy)-3.5-dimethyl^ 
l2-(54)fomo-2-mettK)xy-phenyl)-ethylJ-arnid^ 

15 [0683] 

MS Calc.: 672.0; Found: 670.9 (M l). 
EXAMPLE 18-59 

20 

244-{3-BronK>-4-mefhoxy-phenoxy)-3.5-dtmethylirt^^ .2.41triazine:6-carboxyfic acid 

l2-(4-ethoxy-3-methoxy-phenyl)-€thyn-amide 

[0684] 

25 

MS Cala: 638.1 ; Found: 637,0 (M-1). 
EXAMPLE 18-60 

30 2-I4-<3-Bromo-4-methoxy-phenoxy)-3,5-dimethyf-phenylJ-3.5-diw^ .2.41triazine-6-cart>oxylic ackJ 

I2-(4-fluoro-pheny!)-ethyll-amide 

[0685] 

35 MS Calc: 582. 1 ; Found: 58 1 .0 (M-1 ). 
EXAMPLE 18^1 

2^4-{3-Bfonx)-4>memoxy-phenoxy)-3.5-dimethyH>heny^^^ 
40 3-tnfiuoromethoxy-benzylam(de 

[0686] 

MS Calc.: 634.1: Found: 633.0 (M-l). 
EXAMPLE 18^2 

2-{4-(3-Broino-4-methoxy-phenoxy)-3,5^methyH?henyO^ ^.4Jtriazine-6Karboxyfic add 

4-tiifhioromethyt-benzylamide 

50 

[0687] 

MS Calc.: 618.1; Found: 617.0 (M l). 
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EXAMPLE 18-63 

2-I4-{3-Broinor4-methoxy-phenoxy)-3,&<Jimethyl-phen^^ ,2,4Jlriazine-6-cartx)xyric add 

(benzo(1 .3Jdioxol-5-ylmethyl)-aniide 

5 

[0688] 

MS Calc: 594.1; Found: 593.0 (M-1). 
10 EXAMPLE 18-64 

2-I4-{3-8roiTK>^-methoxy-pheiKixy>^,5-dimethyl-p^^ .2.41triazine-6-cartx>xylic add 

4-dimethylamino-benzyiamide 

15 [0689] 

MS Calc: 593.1; Found: 592.0 (M-1). 
EXAMPLE 18-65 

20 

2-l4-<3-Brofno-4-methoxy-phenoxy)-3.5^imethyl-phenyll-3.5-dioxo^^ .2.41triazine-€-caitK)xylic add 

(2,5.9-triinethyl-7-oxo-7H-furoI3.2-gldHonrien-4-^ 

[06901 

25 

MS Calc.: 700.1; Found: 699,1 (M-1). 
EXAMPLE 18-66 

30 2-{4-{3-Broino-4-methoxy-phenoxy)-3,5-dimelhyl-^^ sdd 
2-(2-hydroxymettiyi-phenyisuKanyl>-benzylamide 

[0691] 

as MS Calc: 688, 1 ; Found: 686.8 (M-1). 
EXAMPLE 18-67 

1- {2-[4-(3-Bromo^ethOKy-phenoxy)-3,5-dinwthy^ 
40 ptperidtne-4-carboxy1tc add amide 

[0692] 

MS Calc: 571.1; Found: 570,0 (M-1). 

45 

EXAMPLE 18^ 

2- (4-(3^omo-4-methoxy-phenGKy)-3.5-dimetr^^ 
dkme 

50 

[0693] 

MS Calc: 54Z1: Found: 540.9 (M-1). 
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EXAMPLE 18-69 

2W3^omo^^thoxyi>herK>xy)-3.5^imelh^^^^ 
1-cart>ofiyl)-2H41 ,2,4|tria2ine-3.5^ione 

5 

[0694] 

MS Calc,: 697.2; Found: 696.2 (M-1). 
10 EXAMPLE 18-70 

tH2-l4-{3-BrofiK>^emoxy^oxyh3.Mimet^^ 
piperidine-3-cartx)xyfic acid diethylamide 

15 [0695] 

MS Calc.: 627.2; Found: 626.2 (M-1), 
EXAMPLE 18-71 

^ 2-{4.(3-Bromo^methoxyiDhenoxy)-3.5-dimethyl-phen^^^ 
2H41 ^.41tiiazine-3.5-dione 

[0696] 

25 

MS Cate.: 701.2; l=ound: 700.0 (M-1). 
EXAMPLE 18-72 

30 2-I4-(3-8roiTK>-4-methoxy-phenoxy)-3.5-dimeth^^ 
2H-[1 ,2,41tria2ine-3.5-dione 

[0697] 

35 MS Calc.: 674.1 ; Found: 673.0 (M-1 ). 

EXAMPLE 18-73 

1- {2-{4-(3-Bromo^ethoxyi>henoxy)-3.5Kfimemyl^>hen^^ 
40 oxo-pipendine-3-cart>oxyiic add methyl ester 

[0698] 

MS Calc: 600,1; Found: 598.9 (M-1). 

45 

EXAMPLE 18-74 

2- [4-(3-Bromo-4^thoxy-phenoxy)-3.5^tmethyl-pheny0^4-{(4<^ 
nyl}-2H-(1 ,2.4]triazine-3.S<fione 

50 

[0699] 

MS Calc.: 729.1; Found: 727.9 (M-1). 
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EXAMPLE 18-75 

244-{3-Brorno-4-memoxys)henoxy)-3.5Hdimethyl-phenyr|-^ 
azine-3.5-dione 

5 

[0700] 

MS Calc.: 587. 1 ; Found: 586. 1 (M l ). 

10 EXAMPLE 18-76 

4-{244-<3-B«WTKM-memoxyi)herK>xy)-3,5^imeth^^ 
piperazine-1-carboxylic add tert-butyl ester 

IS [0701] 

MS Calc.: 629.1; Found: 628.0 (M-l). 
EXAMPLE 18-77 

20 

2-i4-{3-Brorno-4-methoxy-phenoxy)-3.5-dimethyf-phenyI1^4.^^^^ 
dioffie 

(07021 

25 

MS Calc: 605.1; Found: 604.1 (M-1). 
EXAMPLE 18-78 

30 6-[4-(4-Acetyl-phenyl)-pipera2ine.1-carbonylh2-[4-(3-bromo^ 
azine-3.5-dione 

[0703] 

35 MS Calc: 647.1; Found: 646.0 (M-1). 
EXAMPLE 18-79 

2-{4-(3-BronK>^methoxy-phenoxy)-3,5-dimethyl-phenyO-6-I4-(3-chlo^ 
40 azine-3.5-dione 

(07041 

MS Calc: 639. 1 ; Found: 638,0 (M-1 ). 

45 

EXAMPLE 18-80 

2-(4-{3-Bromo-4-mema)cy^noxy).3.5Krifi^^ 
(fione 

50 

[0705] 

MS Calc: 633.2; Found: 632.1 (M-1). 

55 
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EXAMPLE 18-81 

244-{3-Broiw)-4-methoxyi>hemjxy)-3.5-dhnethyl-phenyn-6-{^^ 
azine*3.5-dione 

5 

[0706] 

MS Calc.: 655.1; Found: 654.1 (M-1). 
10 EXAMPLE 18-82 

2-i4-{3-Bromo-4Hiiethoxy-phenoxy)-3.5-dimethyf-pheny^ 
azine-3.5-dione 

15 [0707] 

MS Calc.: 623.1; Found: 622.1 (M-1). 
EXAMPLE 18-83 

20 

2-[4-(3-Brofm)-4-methoxy-phenaxy)-3.5^imethyi-phenyO-6-[M^^ 
f 1 .2,4}triazine-3,5-dione 

[0708] 

25 

MS Calc: 687.1; Found: 685.8 (M-l). 
EXAMPLE 18-83A 

30 244^3-Bromo-44iydroxy-phenoxy)-3.5Hiimethyl-phenylh^^ .2,41triazaie-6Hcaftx)xytic add 

benzylamide 

[0709] 

35 MS Calc: 536.1; Found: 537.0 (M+l). 
EXAMPLE 18-84 

244-{3-Bromo-4-hydroxy-phenaxy>-3.5^nriethyH)henyn-3,5^ ,2,4Jfriazine-6-carboxy8c ackl 

40 sec-butyiamide 

[0710] 

MS Cala: 502.1; Found: 501.1 (M-1). 

45 

EXAMPLE 18-85 

2^4-{3-Broma-4-hydroxy-phenoxy>-3.5Krimethyl-phenyO-3.5<to 
(4-methyi-cyclohexyl)-anrude 

50 

[07111 

MS Calc.: 542.1; Found: 541.1 (M-l). 

S5 
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EXAMPLE 18-86 

244-(3-BronK)-44)ydroxy-phenoxy)-3.5-dimethyl-phenylh3.5-^ 
(4-phenyl-butyI)-amide 

5 

107121 

MS Calc.: 578.1; Found: 577,1 (M l). 
10 EXAMPLE 18-87 

2^4^3-Brofno-44^ydroxy-phenoxy)-3.5-dim^ 
{2-hydfO)cy-propyl)-amkJe 

15 [0713] 

MS Calc,: 504.1 ; Found: 502.9 (M-1). 
EXAMPLE 18-68 

20 

2^4-(3-BronK>-44jydroxyi)henoxyy-3.5Klimethyl-phenylh3 
cydohexylamide 

(0714) 

25 

MS Calc.: 528, 1 ; Found: 527.0 (M l). 
EXAMPLE 18-89 

30 2-t4-(3-BfOfno-4-hydroxy-phenoxy)-3,5-dimeth^ ^ ,41friaane-e«rboxylic add 

I2-(2-hydroxy-ethoxy)-ethyll-amtde 

[07151 

35 MS Calc: 534.1; Found: 533.2 (M l). 
EXAMPLE 18-90 

2^4-(3-Brofno-4-hydroxyi)heno3Qr)-3,5-dimethyi.phe^^ .2,41triazine-6-carboxylic add 

40 (pyrimidin-2-ylmethyl)-amide 

[0716] 

MS Calc: 538.1; Found: 534.1 (M-1). 

45 

EXAMPLE 18-91 

2^4-<3-Bro^K>-4-hydroxy-phenQxy)-3.5^Inetl^ 
(3-ptpendin-l-yl-propyl)-amkle 

50 

[0717] 

MS Calc.: 571.1; Found: 570.1 (M-1), 
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EXAMPLE 18-92 

244-{3-Brorno-4-hydroxyiJhenoxy).3.5-dimethyl-phenyIh3.5^^ 2,41tria2ine-6-carboxylic add 

butyiainide 

5 

[0718] 

MS Cafe: 502.1; Found: 501.0 (M-1). 
w EXAMPLE 18-93 

2 W3^rofno-44iydroxy-phenoxy)-3,5-dimett^fl^ ,2,4Jtria2ine-6-cartx»cy»ic add 

undecylamide 

15 [0719] 

MS Calc-: 600.2; Found: 599.2 (M-1). 
EXAMPLE 18-94 

2^4-{3-Bromo-4-hyd^oxy-phelK)xy^3.5-dimethy^-p^ .2;4]triazine-6-carboxylic acid 

(furan-2-ylmethyl)-amide 

[0720] 

25 

MS Cala: 526.0; Found: 525.1 (M-1). 
EXAMPLE 18-95 

30 244^3-Bromo-44iydroxy-phenoxy).3,5^imethyl-phenylh3.5<^^ 
(4-cyano-cydohexylniethyQ-amide 

[0721] 

35 MS Calc: 567.1; Found: 566.1 (M-1). 
EXAMPLE 18-96 

2^4^3-Bromo-4-hydroxy-phenoxy)-3.5-dimethyl-p^ 
40 I3-{4-mettiyl-ptpera2in-1-yl)-propyll-amide 

[0722] 

MS Calc: 586.2; Found: 565.1 (M-1). 

45 

244-(3^omo-44iydro)cy-phenoxy)-3,5-dimethyl^henyO^^ ,2.41triazine-6-<arbo)eyfic add 

(telFahydro4uran-2-ylmethyl)-arnide 

so 

10723] 

MS Calc.: 530.1; Found: 529.0 (M-1). 

55 
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EXAMPLE 18-98 

2HM3-Brofm>-4-hydroxyi>henoxy)-3,5KJimelhyl-^ 
(2>morpholin-4-yt-ethyl)-amtde 

5 

10724] 

MS Cakx: 559.1; Found: 559,9 (M-1). 

10 EXAMPLE 18-99 

2^4-(3-BronK>-4-liydr0xyi]»he^ 
(2-cyciohex-1 -enyl-ettiyl>-amkfe 

15 [0725] 

MS Gate.: 554.1; Found: 554.2. 
EXAMPLE 18-100 

20 

244^3-Bromo-44iydroxy-phenoxy)-3,5-dimelhy»-pheny!l-3.5-d^^^ 
(3.3-diphenyl-propyI)-anfude 

[0726] 

2$ 

MS Calc.: 640.1; Found: 639.1 (M-1). 
EXAMPLE 18-101 

30 2-(4-(3-BroiTK>-4-hydroxy-pheno)cy)-3.5-dimeth^ 6-cafboxylic add 

(2-oxo-2-phenyl-efhyl)-amide 

[0727] 

35 MS Calc.: 564. 1 ; Found: 565.5 (M+1 ) 
EXAMPLE 18-102 

2H4-{3-BronxHMiydroxyi)henoxy)-3,5-dimethyl-ph .2.4]tria2ine-6-carboxylic add 

40 ((^ndjn-2-ylmethyl)-amide 

[0728] 

MS Cate.: 537.1; Found: 535.9 (M-1). 

45 

EXAMPLE 18-103 

244^3*onw-4-hydrQKy-jrfienaxy)-3.5-dime^^ «cid 
(pynddv4-ylme%t)-amide 

so 

[0729] 

MS Calc.: 537.1; Found: 536 J2 (M-1). 

55 
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EXAMPLE 18-104 

{{244K3-Bromo^4iydroxy-phenoxy)-3.5KJifTO 
amino)-acetic add methyl ester 

5 

[0730] 

MS Calc.: 518.0; Found: 517.0 (Ml). 
10 EXAMPLE 18-105 

2^4K3^ro^x>-4^roxy-phenoxy)-3,5^^melhyH>he^^ 

[07311 

15 

MS Calc.: 514.1; Found: 513.1 (M-1). 
EXAMPLE 18-106 

20 2H4-{3-Brpfno^-Mroxy-ptienoxy)-3.5-dimethyt-p^^ 
(5-cyano-penlyO-amide 

[0732] 

25 MS Calc: 54M; Found: 540.1 (M-l). 
EXAMPLE 18-107 

2-l4-{3^onKM4tydroxy.phenoxy)-3.5KJimethyl-ptienyl^^ 
30 (1.1-dk»co-tetratiydro-1&-thiophen-3-yl)-amide 

[0733] 

MS Calc.: 564.0; Found: 563.0 (M-1). 

35 

EXAMPLE 18-108 

2-(4-{3-Bromo^-hydroxy-phenoxy)-3.5^imethyl-phenyl}-6-(n^ 

40 [0734] 

MS Calc.: 516.1; Found: 515,0 (M-1). 
EXAMPLE 18-109 
^ 2H4-(3-BronKM-hydroxy-phenoxy)-3.5-dimethyH>h 

[0735] 

SO MS Calc.: 518.0; Fowid: 517.1 (M-1). 

EXAMPLE 18-110 2-{4-(3^fOfno-4-Mro)cy-phenoxyh3.5-dinie^^ 
(1.2.4priazine-6-cart)Oxy!ic add (2-€thyt-2H-pyraz«rf-3-yl)-anwle 

55 

[0736] ..^^ 
MS Calc.: 540.1; Found: 539.0 (M-1). 
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EXAMPLE 18-111 

244H3-Bromo-4-hydroxy-i)heiK)xy)-3.5-dimethyl-phenyll-^ 
3,5-dione 

5 

{07371 

MS Calc: 562.1; Found: 561.1 (M-1). 

10 EXAMPLE 18-112 

&^3-Aza-bk:yctol3,2^frK)rtane-3-cart)w^ 
3.5-dione 

15 (07381 

MS Calc: 554.1; Found: 553.1 (M-1). 
EXAMPLE 18-113 

20 

2H4-(3-Bromo-4-hydroxy-phenoxy)-3,5-dimelhyl-phenylh3.5^^ ,2,41triazine-6-cart>oxylic add 

(6,6Klimethy«-blcydo[3.1.1Ihept-2-ylmel^ 

[07391 

25 

MS Calc: 582.1; Found: 581.1 (M-1). 
EXAMPLE 18-114 

30 2-I4-{3-Bfomc>-4-hydraxy-pheno)cy)-3.5-dimethyl-prie^ .2.4]triaane-3,5- 
dtone 

[0740] 

35 MS Calc,: 568.1; Found: 569,0 (M+l). 
EXM4PLE 18-115 

2-{4-{3-Brofna^-hydroxy-phenoxy)-3.5Klunethyhphenyll-^ 
40 (1^4]triazme-3.SKliofte 

[07411 

MS Calc.: 582.1; Found: 581.1 (M-1). 

45 

EXAMPLE 18-116 

244-(3*oiiK>-4-hydroxy^enoxy>.3.5-dimett^^ 
btt:yclo(2.2. 1 ]hept-2-^mide 

so 

[0742] 

MS Gate.: 540.1; Found: 539.1 (M-1). 
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EXAMPLE 18-117 

2^4-{3-Bromo-4-hydroxy-pheiK>xy)-3.5Kfimethyl-phenyn-3.5-dio^ 
(2-difnethylamino-elhyl)-amide 

5 

[0743] 

MS Calc.: 517.1; f=bund: 516.1 (M-1). 
10 EXAMPLE 18-118 

2^4-{3-Bromo-hydrox-phenoxy)-3.5-dimethyli>henyn-3,5-dioxo^ ,2,4Jtriazin©^-cart)Oxync add (3- 

imidazoH-yl-propyl)-amide 

15 [0744] 

MS Cala: 554.1; Found: 553.0 (M-1). 
EXAMPLE 18-119 

20 

2H4-(3-Brorno-4-hydroxy-phenoxy)-3,5^melhyr-phenylh3.5-d 
3.5-dimethoxy-benzylamide 

10745] 

25 

MS Caic.: 596.1: Found: 595.3 (M-1). 
EXAMPLE 18-120 

30 2-I4-{3-Bromo-4-hydroxy-phenoxy)-3.5Hlimethyl-phenylh3.5-dto 
[3^2-methoxy-ethoxy)-propyil-amide 

[0746] 

35 MS Calc: 562. 1 ; Found: 502.9 (M-CH2CH2OCH3)- 
EXAMPLE 18-121 

244-(3*romo-44iydroxy-phenoxy)-3,5-dimethyl-phenyfh3.5-dkw^^ acid 
40 I2-(3,4,5-lrihydrc»cy-phenyl)-ethyf|-amlde 

[0747] 

MS Calo: 598.1; Found: 473 (M-C6H5O3). 

45 

EXAMPLE 18-122 

2-{4-(3-Bromo-4-hydroxy-phenoxy>-3.5^dnnettiy»^ .2.4Jtriaz«e-6Kart)a)cylic add 

[2-(54)romo-2-fliefhoxy-phenyl>-ethyfhamide 

50 

[0748] 

MS Calc: 658.0; Found: 643.0 (M-CH3). 

ss 
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EXAMPLE 18-123 

244-{3-Broino-44»ydroxy-phenoxy)-3>dimethyl-phenyif3.5-dioxo-2.3.4>le 
[2-(4-fluoro-phenyl)-ethyl]-amide 

5 

[0749] 

MS Calc: 568.1; Found: 567.0 (M-1). 
10 EXAMPLE 18-124 

2- [4-(3-BrofiK>-44iydroxy-phenoxy)-3.5-difnettv ,2,41lria2ine-6<artxixylic add 

3- trifluorofTiethoxy-benzyiamide 

15 £07501 

MS Cafe: 620.1; Found: 618.8 (M-1). 
EXAMPLE 18-125 

20 

2-(4-{3-BronK>-4-hydroxy-phenoxyy-3.5-dimethyl-phenylJ-3.5-dioxo-2.3.4.^^^ 

4- trifluoromethyl-benzylamide 

(07511 

25 

MS Cafc.: 604.1; Found: 602.9 (M l). 

EXAMPLE 18-126 

30 1-{2-{4-(3-BronfK>-44iydroxy-phenoxy)-3.5-dimetl^ 
ptpendine-4'CarfoQxytic actd amide 

[07521 

35 MS Calc-: 557.1; Found: 569.0- 
EXAMPLE 18-127 

2-(4-(3-BronTO-4-hydfoxy-phenoxy)-3,5-din^thyl-phenyl}-6-{4-fnemyl-pi -cartx)nyl)-2H-{1 .2.41triazine-3,5- 

40 dkme 

[0753] 

MS Calc.: 528.1; Found: 527.0 (M-1). 

45 

EXAMPLE 18-128 

2-f4-{3-Brbino-4-hydroxy-phenoxy)-3.5-dimethyl-phe^^ 
1-carb(»iyl)-2H-[1^.4]triazine-3.5-dione 

so 

[0754] 

MS Cafe: 683.2; Found: 6823 (M-1). 

55 
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EXAMPLE 18-129 

1- {244-(3-Bromo-44Tydroxy-phenoxy)-3.5-dimethy-phenyl^ 
endine-3-carfooxylic acid diethyiamkle 

5 

[0755] 

MS Calc:: 613.2; Found: 612.2 (M-1). 

10 EXAMPLE 18-130 

2^4-(3-Bron«)-44lydfoxy^>heno)cy)-3.5-^^ 
2H-(1 .2,4]Uiazine*3.5-dione 

IS 107561 

MS Calc: 687.2; Found: 685.1 (M-l). 
EXAMPLE 18-131 

20 

244-(3-BfonK)4iydroxy-phenoxy)-3,5-di 
107571 

25 MS Calc.: 591.1; Found: 591.5 (M+l). 
EXAMPLE 18-132 

2- [4-(3-Bromo-4-riydraxy-phenoxy)-3,5-dimethyl-phenylJ-6-(4^ 
30 dione 

[07581 

MS Gate,: 619.1; Found: 618.1 (M-1). 

35 

EXAMPLE 18-133 

2^4-(3-BrDm-li/draxy-phenoxy)-3.5KJimemyl-phenyQ^^ 
3.5-dtone 

40 

[0759] 

MS Cate.: 591.1; Found: 591.7 (M+l), 
45 EXAMPLE 18-134 

244-<3-Bromo-44iydroxyi>henoxy)-3,5-cfimeth^^ ,2.4Jtri- 
azine-3,5-dione 

50 [07601 

MS Cak:.: 609.1; Found: 609.7 (M^l). 
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EXAMPLE 18-135 

2-{4-{3-Bfonx>-4-hydrQxy-phenoxy)-3,5-dlfnemyl-phenyl)^ 
( 1 ,2.4]tnazine-3.5-dione 

5 

[07611 

MS Calc: 673.1; Found: 672.0 (M-1). 
10 EXAMPLE 18-136 

1^244-(3-Brofn<>^4iydroxy-phenox^ .2.41lria2ine-6-carbonyl}- 
piperi(fine-3-cartx)xylic acid amide 

15 [0762] 

MS Caic.: 557.1; Found: 556.2 (M-1). 
EXAMPLE 18-137 

20 

1- (2^4-{3-BfDmo^4Tydroxy-phenoxy)-3.5-dimethyl-phenylh^ 
oxo-piperidine-3-cartx>xy1ic acid methyl ester 

[0763] 

25 

MS Calc.: 586.1; Found: 585.2 (M-1). 
EXAMPLE 18-138 

30 6-{4-Acetyl-pipefazine-l-caftxjnyl)-244-(3-bromo-4-hydroxy-phenoxy)-3.^ 
dt(me 

[0764] 

35 MS Cate.: 557.1 ; Found: 556.2 (M-1). 
PCAMPLE 18-139 

2- I4-{3-8ronK>-4-liydroxy-phena)(y)-3.5-dimelhyl-ph 
40 dlone 

[0765] 

MS Calc.: 529.1; Found: 528.2 (M-1). 

45 

EXAMPLE 18-140 

2-{4-(3-Bromo-4-hydroxy-phenoxy)-3.Mimethyl-phenylJ^ 
azine-3,5<liDne 

so 

[0766] 

MS Calc.: 559.1; Found: 558.2 (M-1). 
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EXAMPLE 18-141 

2-(4^2^4'(3-BromcM4)ydroxy-phefK)xy)-3.5-dime%l-phenyO-3.5K^ 
piperaznvl -yl)-N-isopfopy!-acetamide 

5 

[0767) 

MS Catej 614.1; Found: 613^ (M-1). 
w EXAMPLE 18-142 

244-<3-BrofiK)-44iydroxyH>henoxy)-3.5-dunethyl-phenyll^ 
|1.2,4]triazine^.5-dione 

15 [0768] 

MS Cafe: 626. 1 ; Found: 625.2 (M-1 ). 
EXAMPLE 18-143 

20 

2-{4-{3-BrofTK>-44iydroxy-phenoxy)-3,5-dimethyl-phenyll^^ 
azine-3,5-dtone 

[0769] 

25 

MS Cata: 631.1; Found: 630.2 (M-1). 
EXAMPLE 18-144 

30 244-(3-Bromo-4-hydroxy-pheno)cy).3.5-dimethyr-phen>il-644-<2-nw 
2H-[1 .2,41tria2ine-3.5-dione 

[0770] 

as MS Calc.: 642.1; Found: 641.2 (M-1). 

EXAMPLE 18-145 ^ , 

6^4-[Bis-(4-fluoro-phenyO-methylJ-piperazine-1 -caftx)nyl^2-(4-(34)romo-4-hydroxy-phenaxy^^ 
40 2H-(1.2.4]tnazine-3.5-dione 

[0771] 

MS Calc: 717.1; Found: 716.2 (M-1), 
EXAMPLE 18-146 

6-{4-BenzyH>iperazine-1-cartK>nyl)-2-{4-(3-bfomo^-h^^ 
dione 

50 

[0772] 

MS Calc: 605.1; Found: 604.2 (M-1). 

55 
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2^4^6-Hydroxy4>ipheny^-3-yloxy)-3,5K^imethyl-phenyf^2H-l1.2,41tria2^ne-3 
5 £0773] 

MS Calc.: 401.1; Found: 40Z0 (M+1). 
EXAMPLE 19 

10 

244-{3-BroiTK)-4-f?ietho)cy-phefioxy)-3.5-dimethyl-^ ,2.4Itriazine-6-carboxylic acid 

cyckrfiexylmefhyl ester 

[07741 To a solution of cydohexylmethanol (9 pmol) in DMF were added sequentially solutions of 244-{3-l>foniK>-4- 
15 methoxy-phenoxy)-3.SKJimethy!-phenyip3.5-dioxo-2,3.4,54etrahy^ add (5 jimol), d»so- 

prof^lcartXMlMmide (10 umol) and 4-dimelhylaminopyridine (10 |tmol). The resulting soution was shaken at 50°C for 18 
h, HPLC and LCMS shows ttie starting material to be consumed and the desired product presenL MS Calc.: 557.1; 
Found: 556.1 (M-1). 

(0775] Using the appropriate starting materials. EXAMPLES 19-1 to 19-81 were prepared in an analogous manner 
20 to that described in EXAMPLE 19. 

EXAMPLE 19-1 

2- {4-(3-Bromo-4-methoxy-phenoxy)-3.5-dimethyl-phenyll-3.5^ioxo-2.3.4.5-tetrahydro4 
25 bfphenyl-2-ybnethyl ester 

(0776J 

MS Calc: 627.1; Found: 626.1 (M-1). 

30 

EXAMPLE 19-2 

244-(3-8ronK>-4^thoxyi>henoxy)-3.5-dimethyl-phenyq-3.5-dioxo-2.3 

3- elhoxy-propyf ester 

35 

[07771 

MS Calc.: 547.1; Found: 545.9 (M-1). 
40 EXAMPLE 19-3 

2-l4-(3-BfonfK)-4-methoxy-phenoxy>-3.5<limethyl-phenyO-3.5^ioxa-2.3.4,5^^ ^,4Jtria2ine-€-cartx)xyfic add 

isot)utyl ester 

45 [0778] 

MS Calc.: 517.1; Found: 515.9 (M-1). 
EXAMPLE 19-4 

so 

244-{3-Bromo-4-fflethoxy-phenoxy)-3.5-dimethyl-phenyll-3.5-tf^^ 
decyl ester 

[0779] 

55 

MS Cate.: 601.2; Found: 600.1 (M-1). 
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EXAMPLE 19-5 

244^3-Brom<M-melhoxy-pherK>xy)-3.5-<rimethy^ .2,41tria2ine-6-cafboxylic add 

3,4-dlmethoxy-ben2yI ester 

5 

[0780] 

MS Cata: 611.1; Found: 610.0 (M-1). 
10 EXAMPLE 19-6 

2^4-{3-Bromo-4-methoxy-phenoxy)-3.5HJimethyl-phenyII-3.5-d ,2,41triazine-6-cartx)xylic add 

2-oxo-2*phenyl-ethyl ester 

15 [0781] 

MS Gate.: 579.1; Found: 578.0 (M-1). 
EXAMPLE 19-7 

20 

2^4-{3-BronKM-methoxyi)henoxy)-3,5-dimethyl-phenyn-3.5-dk>x^^ ,2.4Jtriazine-6-carl)oxyfic add 

2,2.2-trifluoro-ethyl ester 

[0782] 

25 

MS Gate.: 543.0; Found: 541.9 (M-1). 
EXAMPLE 19-8 

30 2-(4-{3-BroiTK>-4-methoxy-phenoxy)-3.5-dimettiyl-phenylh^ ,2.41triazine-6-cartxMcylic add 

2-cyano-ethyl ester 

[0783] 

35 MS Gate.: 514.0; Found: 512.8 (M-l). 
EXAMPLE 19-9 

2-{4-<3-BronM>-4-fnethoxy-phenoxy>-3.5-dimettiy»i>he^ 
40 2-diloro-k)enzyl ester 

[0784] 

MS Gale.: 585.0; Found: 584.0 (M-1). 

45 

EXAMPLE 19-10 

2-{4-(3-Broino-4-niethoxy-ptienoxy)-3.5HJimethyt-phenyO-3,5^kJxo-2.3.4.W^ ^.4Jtriazme-6-carl>oxyltc add 

2-dime&iylanrwio-efhyl ester 

50 

[0785] 

MS Gale.: 532.1; Found: 530.9 (M-1). 

55 
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EXAMPLE 19-11 2-{4K3-BronK)-4-methoxy-phenoxy)-3,5-dimelhyli^ 
tetiahydro-l1Z41triazine-6-caftx)xylicactd 2-{elhyr-phenyl-amino)-ethyl ester 
5 (0786) 

MS Calc.: 608.1; Found: 606.9 (M-1). 
EXAMPLE 19-12 

244-(3-BrcmK)-4-methoxy-phenoxy)-3.5-dimethyli>hef^ ^ 
2-phenoxy-ethyl ester 

[07871 

15 

MS Calc.: 581.1; Found: 580.0 (M l). 
EXAMPLE 19-13 

20 2-(4-(3-Brofno-4-methoxyi)henoxy).3.5-dimethyl-pt)enyn-3.5^^^ 
2*acetoxy-ethyl ester 

[0788] 

25 MS Calc.: 547,1; Found: 545.9 (M l). 
EXAMPLE 19-14 

2-I4-(3-BronK>-4-methoxy-phenoxy)-3,&KJifnelhyl-phenyQ-3.5-dwx^^ 
30 2-(2-chloro-ethoxy)-ettiyl ester 

[0789] 

MS Calc: 567.0; Found: 566.0 (M-1). 
EXAMPLE 19-15 

2^4-{3-Bromo-4-methoxy-phenoxy^3,5<^^methyH>henyO-3.M^ A41triazine-6^rt)oxylic acid 

2-(2i-fnethoxy-ethoxy)-ethyt ester 



35 



40 



[0790] 

MS Calc: 563.1; Found: 562.0 (M-1). 
45 EXAMPLE 19-16 

2-(4-(3-Bromo-4-methoxy-phenoxy)-3.5-diniethy^^ .2.4]friazine-6-cart)oxylic acid 

3.7-dimethyl-ocKa-2.6-dienyf ester 

50 [0791] 

MS Calc: 597.1; Found: 596.1 (M-1). 
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EXAMPLE 19-17 

244^3-Bromo^-methoxyi)herioxy)-3,5-dimethyl-phenyO-3.M^ .2,41triazine-6-carboxylic add 

aliyi ester 

5 

[0792] 

MS Calc.: 501.1; Found: 500.0 (M-1). 
10 EXAMPLE 19-18 

244^3-BronK>^-memoxy-phenoxy)-3,5KJimettiyl-phenyU^^ .2.41triazine-e-cart)OxyRc add 

3- diinethytafnino-propyl ester 

15 [0793] 

MS Calc.: 546, 1 ; Found: 545.0 (M-1 ). 
EXAMPLE 19-19 

20 

2^4-{3-Bromo-4-methoxy^)henoxy)-3,5-dimethyl^>henyO-3.5-di^^ .2.41triazine-6-cartx)xyfic add 

4- oxo-pentyt ester 

[0794] 

25 

MS Calc: 545.1; Found: 543.9 (M-l). 
EXAMPLE 19-20 

30 244H3-BroiTK)-4-mettKJxy-phenoxy)-3.5-dimefhyI-phenya-3,5-di^^ ,2.4Jtria2ine-6-caft)oxylic add 

4-chloro-t>utyl ester 

[0795] 

35 MS Calc.: 55 1 .0; Found: 550.0 {M-1 ). 
EXAMPLE 19-21 

2^4-(3-8rDnK>-4-methoxy-phenoxy)-3.5-dimethyl-phe^ .2.4]tria2ine-6-cart)Qxyric add 

40 tetrahydro-furan-2-ytmetliyl ester 

[0796] 

MS Calc.: 545.1; Found: 543.9 (M*1). 

45 

EXAMPLE 19-22 

2-i4-(3-BronK)-4-mettKixy-phenoxy>-3.5-dimethyl-pheny^ .2.41!riazine-6-carl)oxylic add 

4-nftro-benzyl ester 

50 

[0797] 

MS Calc.: 596.1; Found: 594.8 (M-1). 
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EXAMPLE 19-23 

2^4-(3-Bronv4-methoxy-phenoxy)-3,5-dirnethyt-phenyll-3.5-dioxo-2.^ .2.4]triazine-6-cait>oxylic add 

2-phenyl-propyl ester 

5 

[0798] 

MS Calc: 579.1; Found: 578.0 (M-1). 
10 EXAMPLE 19-24 

244-<3-Brofno-4-memoxy-phefK>xy)-3.5-dimethy^ ,2.4yriazine-6-cafboxylic add 

2-(4-tert-butyl-phenoxy)-ethyl ester 

15 (07991 

MS Calc: 637.1; Found: 636.1 (M-1). 
EXAMPLE 19-25 

20 

2-I4-{3-Brofno-4-memoxy-phenoxy}-3,5-dimemy!-phenylJ-3.5-dk>xo-2.3 A4Jtriazlne-6^rtx>xyIic add 

2-(4-dimethytamtno-phenyt)-2-oxo-1 -phenyl-ethyl ester 

[0800] 

25 

MS Cakx: 698.1; Found: 696.9 (M-1). 
EXAMPLE 19-26 

30 2-(4-(3-Ba>mo-4-methoxy-phenoxy)-3.5-dimethyl-i^ .2.4Jlriazine-e^rboxylic add 

2-(4-methyl-thiazol-5-yl)-ethyl ester 

[0801] 

J5 MS Calc.: 586.1; Found: 585.0 (M-1). 
EXAMPLE 19-27 

2-f4-(3-BronTO-4-methoxy-phenaxy)-3,5-dunethyl-^^ ^,41!riazine-6-cartx>xylic add 

40 2-morpholin-4-yt-ethyl ester 

[0802] 

MS Calc: 574.1; Found: 573.0 (M-1). 

45 

EXAA^LE 19-28 

244-(3-Bnxm-4^ethaxy-phenoKy)-3.5Kltmetliyt-phe ,2.4Jlria2ine-6-carl)axylic ackl 

pyndin-4-ylmethyl ester 

50 

[0803] 

MS Calc.: 552.1; Found: 551.0 (M-1). 



55 
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EXAMPLE 19-29 

2- [4-(3-Bromo-4HTiethoxy-phenoxy)-3,5-dimethyH)henyq-3.5-dw .2.4Jlria2ine-6^rboxyric acid 

3- methyl-isoxazol-5-ytmettiyl ester 

5 

(0804] 

MS Calc.: 556.1; Found: 555.0 (M-1). 
w EXAMPLE 19-30 

244-(3-BronrK)-4-nietho)cy-phenoxy)-3.5-dimethyl-ph^ .2.4Jtria2ine-6-cartx)xyfic add 

2^6.6KJimethyl4)icycloI3.1.1]hept-2-eiv2-yO ester 

15 [0805] 

MS Calc: 609.1; Found: 608.0 (M-1). 
EXAMPLE 19-31 

20 

244-(3-Bromo-4-nietfK)xy-phen<»cy)-3,5-dimethyf^heny^^ ^,4Jlriazi'ne-6-carl)Oxync add 

3.4,5-trimelhoxy-benzyl ester 

[0806] 

25 

MS Calc: 641.1; Found: 640.0 (M-1). 
EXAMPLE 19-32 

30 2-I4-(3-Bromo-4-mettioxy-phenoxy)-3.5-dimethyl-phenyO-3.5-dioxo-2.3 ^.4]triazme-6-caftx)xylic add 

ethoxycartx)nylmethyl ester 

[0807] 

35 MS Calc: 547.1; Found 546.1 (M-1). 
EXAMPLE 19-33 

2^4-(3-Bro^K>-4^tfk)xy-phenoxy)-3.5HfImet^ acid 
40 2-oxo-propyl ester 

[0808] 

MS Calc: 517.0; Found: 515.8 (M>1). 

45 

EXAMPLE 19-34 

2H4-(3-Bromo-4-methoxy-pt)enQxy)-3.5-dtmethyl-pheny^ .2.41lriazine-6-cartx)xyiic add 

[1 ,3]dioxan-5-yl ester 

50 

[0809] 

MS Calc: 547.1; Found: 546.1 (M-1). 
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EXAMPLE 19-35 

244-<3-BronrKH*-methoxy-pherK)xy)-3.5Hfimethyti>henyl]-3.5KJw^ 
pyndin-2-yImethyi ester 

5 

[0810] 

MS Calc: 552.1; Found: 551.0 (M-1). 
10 EXAMPLE 19-36 

244-(3-Bromo-4-methoxy-phenoxy)-3,5-dimethy^ ^,4Itria2ine-6-cart)oxyric add 

2«3-diliydfio-benzo[1,4]dioxiri-2-yfmethyl ester 

15 [0811] 

MS Calc.: 609.1; Found: 608.0 0^1). 
EXAMPLE 1937 

20 

244-(3-Bromo-4-methoxy-phenoxy)-3,5rdimethyl-phenyf|-3,5^k)x^^ .2.4Jtriazine-6-cart)oxylic acid 

3-chloro-benzyl ester 

[0812] 

25 

MS Calc.: 585.0; Found: 583.9 (M-1). 
EXAMPLE 19-38 

30 2-(4-(3-Bron[X>-4-methoxy-phenoxy>^.5-dimethyl-ptienyf^3,5Kik^^ e-cartxjxyfic acid 

2-isopropoxy-«thyl ester 

10813] 

35 MS Calc.: 547.1; Found: 545.9 (M-1). 
EXAMPLE 19-39 

2-{4-(3-BronKM-methoxy-phenoxy)-3.5KJimethyf-phenyg-3.5KJi^ ^,41tna2ine-6-cart)oxyric acid 

40 2-phefiylsutfany(-ethyfl ester 

[0814] 

MS Calc: 597.1; Found: 595.9 (M-1). 

45 

EXAMPLE 19-40 

2-(4-(3:BroniK>-4-methQxy-phenoxy)-3^irnethyl-phen^ add 
24)utytsuffianyl-ethyt ester 

so 

[0815] 

MS Calc: 577.1; Found: 576.0 (M-1). 

55 
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EXAMPLE 19-41 

244-{3-Brofm)-4wnethoxy-pherwxy)-3.5Klinriethyl-phe^ .2.41triazine-6-carboxyric add 

2- fnethyl*aUyl ester 

5 

(08ie] 

MS Calc- 515.1; Found: 514.0 (M-1). 
10 EXAMPLE 19-42 

2^4-{3-B^omo-4HnetfK)xy^)henoxy)-3.5-dimethyH>henyO-3,5^^ .2.4Jtriazine-6-carb6xylic add 

3- fnethoxy-butyi ester 

15 [0817J 

MS Gate.: 547.1; Found: 545.9 (M-l). 
EXAMPLE 19-43 

20 

2- l4-(3-BitmK>-4-fnethoxyi)henoxy)-3,5Kfimethyl-phenyr^^ ^ ,41lriazlrie-6^cartx>xyyc add 

3- fnettiyisulfanyl-pfopyl ester 

[0818] 

25 

MS CalC: 549.1; Found: 548.0 (M-1). 
EXAMPLE 19-44 

30 244-(3-BroiTio-4-methoxy-phenoxy)-3.5-dimethyH>henyO-3,^ .2,4Jtria2ine-6-cart)oxyric add 

2-diloro-4-rotro-t>enzyt ester 

[0819] 

35 MS Calc.: 630.0; Found: 629.0 (M-1). 
EXAMPLE 19-45 

244-(3-8ronrK)-4-methaxy-phenoxy)-3.5-dinfiethyH)h 
40 3-pyridin-2-y*-propyl ester 

[0820] 

MS Calc.: 580.1; Found: 579.0 (M-1). 

45 

EXAMPLE 19-46 

2-C4-(a^roino-4-methOKy^henQxy)-3,5-dimet»iyHrf^ .2.41triazine-6-cartXMcyOc add 

benzo(1 ,3]dtQxol-5'ytmethyI ester 

50 

[0821] 

MS Gate.: 595.1; Found: 594.0 (M-1). 

55 
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EXAMPLE 19-47 

244-(3-BronK>-4-methoxy-phenoxy)-3.5KJimethyl-phenyn-3,5-di^^ 
penM-enyl ester 

5 

[0822] 

MS Catc.: 529.1; Found: 527.9 (M-1). 
10 EXAMPLE 19^ 

244^3-Brom(>-4-metho)cy-pheno)cy>-3.5KJimet^^ ^,41lriazine-6-cart)OxyIic add 

2-(4-(4^cetyH)henyf)-piperazm-1-yq-ethyi ester 

IS [0823] 

MS Calc.: 691.2; Found: 690.0 (M-1). 
EXAMPLE 19-49 

20 

244-(3-Bromo-4-methoxy-phenoxy)-3.5-dimettiyl-phenyl^3.5-dioxo^^ .2.41tria2ine-6-cart)oxyfic add 

2-(2-melhylsulfanyl-4,5-dihydro-Hnidazol-1 -y<)-ettiyl ester 

[0824] 

25 

MS Caic.: 603.1; Found: 605.4 
EXAMPLE 19-50 

30 244-{3-Brofno-4Hnethoxy-phenoxy)-3.5-dinr»etriyt-^ .2,41tria2me-6Kart)oxyfic add 

3,3-dtmethyl-tHityl ester 

[08251 

35 MS Calc.: 545. 1 ; Found: 544.0 (M-1). 
EXAMPLE 19-51 

244^3-Brofno-4-methoxy-phenQxy)-3.5^imethyl-phe^^ ^.41triazine-6-caftXM^c add 

40 2.3^knethoxy-t}enzyl ester 

[082q 

MS Cafe: 611.1; Found: 609.9 (M-1). 

45 

EXAMPLE 19-52 

2-[4-{3-BfOfno-4-methoxy-phenoxy>-3.5^tmethyl-phcnylh3.5^*K^^ add 
biphenyM-ylnnethyl ester 

50 

[0827] 

MS Calc.: 627.1; Found: 626.1 (M-1). 
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EXAMPLE 19-53 

244-(3-Bromo-4-methoxy-phenoxy)-3.5-dimethyl-ph^ ,2.41triazine-6-carboxyttc acid 

2- (4-chloro-phenoxy)-ethyt ester 

5 

[0828] 

MS Calc.: 615.0; Found: 614.0 (M-1). 
10 EXAMPLE 19-54 

2^4^3-Bfomo^^nethoxy-phenoxy)-3.5-dimethyl-phenyl^^ ,2.4Jtriazine-6H:art)axyBc ackJ 

3- phenyl-altyl ester 

IS [0829] 

MS Calc.: 577.1; Found: 576,0 (M-l). 
EXAMPLE 19-55 

20 

244-{3-Brofno-4-methoxy-phenoxy)-3.5-dimethyf-phenyll-3.5-diw^ .2.4Itriazine-6-carboxyfic add 

pynd!n^3-ylmethyt ester 

[0830] 

MS Calc: 552.1; Found: 551.0 (M-1). 
EXAMPLE 19-56 

30 244-(3-Bromo-4-methQxy-phenoxy)-3.5-dimethyl-phenyn-3.^ ,2.41triazine-e-cart)oxyfic add 

2-cyck>hexyi-ethyl ester 

[0831] 

35 MS Ca!a: 571.1; Found: 570.0 (M-1). 
EXAMPLE 19-57 

2-(4-(3-Bromo-4-methoxy-phenoxy)-3,5-dimethyl-phenylh3,M^ ,2.4Jtfiazine-6^rt)oxyBc add 

40 24tMoptien-2-y»-ethyl ester 

[0832] 

MS Calc.: 571.0; Found: 570.0 (M-1). 

45 

EXAMPLE 19-58 

2-[4-(3-eromo-4Hnethoxy-phenoxy)-3.5-dinfiethyl-phenyO-3,5^ ^.4]triazine-6-cartx)xyric add 

2-adamantan-1 -yt-ethyl ester 

50 

[0833] 

MS Calc: 623.2; Found: 622.1 (M-1). 

55 
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EXAMPLE 19-59 

2-(4-(a-Bromo-4-methoxyi3henoxy)-3.5Kltmethyli)henyf^ ,2,4]tnazine-6-carboxytic acid 

24>romo-1-bromornethyt-ethyt ester 

5 

{0834] 

MS Calc: 658.9: Found: 859.9 (M-1). 
10 EXAMPLE 19-60 

244-(3-Bromo-4-fnethoxy-phenoxy)-3,5-dimethyl-phenyl}-3.5-dk^ ^.4]triazine-6-cafboxylic acid 

cydoheptyl ester 

15 [0835) 

MS Calc.: 557.1; foKmd: 556.1 (M-l). 
EXAMPLE 19^1 

20 

2^4-(3-BfOfTK>-4-melhoxy-phenoxy)-3.5Klimethyl-ph€Miyll-3.5^ ^ .4Jtriazlne-6-cartx)xyfic add 

1- <nethyJ-piperidin-4-yl ester 

[0836] 

25 

MS Calc.: 558,1; Found: 557.0 {M-1). 
EXAMPLE 19-62 

30 2^4-(3-Bromo-4-methoxy-phenoxy)-3.5-dimethyl-phenyi]-3,5-diox<^^ ,2,4]triazine-6-cartx>xylic add 

1.2-bis-(4-methoxy-ptienyl)-2-oxo-ettiyl ester 

[0837] 

35 MS Calc: 715.1; Found: 714.0 (M-1). 
EXAMPLE 19-63 

2- (4-(3-6rofno-4-nriethoxy-phenoxy)-3.5Ktimethyi-pfienyq-3,M .2.4]tnazirie-6-cartx>xyfic add 
40 1-chloroniethyl-2-isopropQxy-ethyi ester 

[0838] 

MS Cakx: 595.1; Found: 594.0 (M-1). 

45 

EXAMPLE 19^ 

2-(4-(3>&ronio-4'rnethoKy-ptienoxy)-3.5-dimettiyl-pti^ ,2.4]tria2ine-6-cartx)xylic add 

4.4-dinnettiy(-2-oxo4etrahydro4uran-3-yt ester 

so 

[0839] 

MS Calc: 573.1 ; Found: 571 .9 (M-1). 

55 
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EXAMPLE 19-65 

2^4-<3-8rofm)-4-methoxy.phefK)xy)-3.5-dtffmthyl-phen^ .2,41triazine-&cart)oxylic add 

2-bromo-fndan'l -yl ester 

5 

[0840] 

MS Caic.: 655.0; Found: 653.8 (M-1). 
W EXAMPLE 19-66 

244-{3-BrDnw-4-methoxy-phefK>xy)-3.5-dimethy^ ,2,4Jtriazine-6-cart)Oxylic actd 

2-chloro-1 -methy^thyl ester 

15 [0841] 

MS Calc.: 537.0; Found: 536.0 (M-1). 
EXAMPLE 19^7 

20 

2-(4-{3-Bronrio-4-nriethoxyi>henoxy)-3,5-dimethyH)he 

1- ethoxycartx>nyi-ethyl ester 

[0842] 

25 

MS Cate.: 561.1; Found: 559.9 (M-1). 
EXAMPLE 19-68 

30 2^4-<3-Bromo-4Hnethoxy^rf^enoxy)-3.5^imet^lyl-pheny^ ,2,4]tna2ine-6-cart)oxylic add 

2- nnethoxy-1 -mettiyl-etl^ ester 

[0843] 

35 MS Cala: 533.1; Found: 532.0 (M-1). 
EXAMPLE 19-69 

2'{4^3-BronK>-4HTiethQxy-phenoxy):3.5-dtmethyt-phenyq- .2.4Itriazwie-6-cart)oxyUc add 

40 1-ettiyt-propyl ester 

[0844] 

MS Calc.: 531.1; Found: 530.0 (M-1). 

45 

EXAMPLE 19-70 

2-[4-(3-Bronfio^4-methQxy-p})enQxy)-3.5-danett^^ ^.41triazine-6-cart)oxylic add 

tetrafiydro-fiiran-S-yl ester 

50 

[0845] 

MS Gate.: 531.1; Found: 530.0 (M-1). 

55 
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EXAMPLE 19-71 

244-<3-BroiTK>-4-methoxy-phenoxy)-3.5-dimelhyl-phenyl]-3,5HJiox^^ 

1- methyl-hexyl ester 

5 

(0846] 

MS Calc.: 559.1; Found: 557.9 (M-1). 
10 EXAMPLE 19-72 

2- {4-(3-eromcM-niethoxy-i;>hefioxy)-3,5-dir^ .2,4 Jlria2ine-6-cart)Oxyric add 

1- cydopentyl-ettiyf ester 

15 [0847] 

MS Cafc.: 557.1; Found: 556.0 (M-1), 
EXAMPLE 19-73 

20 

2- {4-(3-Bromo-4-methoxy-phenoxy)H3,5-dinfiethyl-phenyq-3.5-diox^^ ;2,4]triazine-€-cart)oxylic add 
2,5-dimethyl-cydohexyl ester 

[0848] 

25 

MS Calc: 571.1; Found: 570.1 (M-1). 
EXAMPLE 19-74 

30 2-(4-(3-Bromo-4-methoxy-phenoxy)-3.5-dimettiyl-phenyl] 3.^ .2,4Jtria2ine-6-cartx)xyfic add 

3,4-dimettiyi-cydol)exyt ester 

(08491 

35 MS Calc: 57L1; Found: 570.1 (M-1). 
EXAMPLE 19-75 

2-{4^3-BfOfno-4-methoxy-phenoxy)-3,5^imethyl-phenyO^ 
40 3.5-dimethyl-cydohexyt ester 

[0850] 

MS Calc: 571.1; Found: 570.1 (M-1). 

45 

EXAMPLE 19-76 

2-{4-(a^romo-4-methoxy-ptienoxy>-3.5-dimethyt-phenyq-3.5KJk>^ ,2,41triazine-6<art)Oxylic add 

2'ettioxycart)pnyf-lHfnethyt-ethyl ester 

so 

[0851] 

MS Caic: 575. 1 ; Found: 574.0 (M-1 ). 



55 
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EXAMPLE 19-77 

2^4-{3-Bromo-4-methoxy-phenoxy)-3.5-dimethyl-phenyn-3 ,2.41triazine-6-cart)oxylic add 

bicydohexyl-4-yl ester 

5 

[0852] 

MS Cafe.: 625.2; Found: 624.1 (M-1). 
10 EXAMPLE 19-78 

2^4-(3-B^omo-4-methoxy-phenoxy)-3.5-<^imethy1-phenyO-3.M^ ackf 
9H-Ruorerv9-yl ester 

IS 10853] 

MS Cate.: 625.1; Found: 624.0 (M-1). 

EXAMPLE 19-79 

2-{4^3-Bromo-4Hnethoxy-phenoxy)-3.5^imethyli)henytJ-3.5-dto .2,41lriazlne-6Kaibo)Qrfic acid 

1 ,7.7-trimethyl-bicyclo[2.2.1 Jhept-2-yl ester 

[0854] 

25 

MS Calc.: 597.1; Found: 595.9 (M-1). 

EXAMPLE 19-80 

30 2-I4-(3-Bromo-4-m^hoxy-phenoxy)-3.5-dimethyH>hen^ 
bicycio[2.2.iyiept-2-yl ester 

[0855] 

35 MS Calc.: 555.1 ; Found: 554.0 (M-1). 
EXAMPLE 19-81 

244^3-Bronru>-4-fiydroxy-phenoxy)-3.5-dimethyi-phenyq^^ -2.41triazine-6-carbaxylic add 

40 

[0856] 

MS Calc.: 447,0; Found: 446.1 (M l). 
45 EXAMPLE20 

2^4^3-(4-Ruofo-benzoyl)-4-mettKJxy-phenoxyh3.5-dimethy^^ 

[0857] To a stirred solution of 2-{443-{4-fluoro-benz<^>-4-methoxy-phenoxyf3,5-dimeth^ 
50 azine-3»5-dione (50mg) and potassium tiydroxide (12mg) in mettiano! (2mL) was added dimethylsulfate (41nng) to pro- 
duce a thick slurry. After 3h. the reaction mixture was diluted into ethyl acetate, washed with IN aqueous sodium 
hycfroxide. the organic layer dried over sodium sulfate, mtered and concentrated in vacua The resulting oil was flash 
chromatog^phed on silica gel (20%-35% ethyt acetale/hexanes) to afford the title compound of this EXAMPLE as a 
colortess solid, 24mg. MS Cala:475.5 Found:476.2 (M+1). 
55 [0858] Using the appropriate starting materials. EXAMPl£S 21-1 to 21-9 are prepared by the methods described 
in Scheme D-1 atwve: , 
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EXAMPLE 21-1 

2-{3<^loro^-(3-cyclobutyln^thanesutfonyM'hydroxy*ph 
5 EXAMPLE 21-2 

2-(3.54>ichloro^*<3-cyciobutylmethanesuHi9nyl^^ ,2,41triazine-3,5-dione 
EXAMPLE 21-3 

w 

243.5-Oifnemyt-4-(3-cydobutytrnethanesiilf^ 
EXAMPLE 21-4 

15 243<:htoro-4-(3-cyclopentytmettianesulfo^ .2,4]triazine-3.5-diOfie 
EXAMPLE 21-5 

243,5-Dichloro-4-(3-cydopentylmethanesuIfonyl-4-hydroxy-phenoxy)-phenyl]-2H^1,2,4J^ 

20 

EXAMPLE 21-6 

243.5-OnnethyM-(3-cydopentybTiethanesulionyM^ 
25 EXAMPLE 21-7 

243-Chloro-4-{3K:ydohexylmethanesuIfonyM-hydroxy-phenoxy)-5-meth^^ 
EXAMPLE 21-8 

30 

2-(3,5-OkJiloro-4-(3-cydohexylmethanesuM6nyl-4-hydro^ 
EXAMPLE 21-9 

35 2-(3,5-Dimelhyl-4-(3-cydohexylmethanesuffonyM-hydroxy-phenoxy)-phen^ 
[0859] 
Claims 

40 

1. A compound of Formula I 
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an isomer thereof, a prodrug of said compound or isomer, or a pharmaceuticatiy acceptable salt of said com- 
pound, isomer or prodrug; 

wt^erein W is (a) O-, (b) -S(0),„-. (c) -NR^-. (d) -C(OK (e) -HC=CH-. (f) -CHj-. (g) -CHF-. (fi) -CFj- or (i) - 
CH(OH)-; 

and R^ are independently (a) hydrogen, (b) halogen, (c) -(Ci-Ce)alkyt, (d) -CN. (e) -OR^^ or (0 -trifluorome- 
thyl; 

R^ is (a) hydrogen, (b) halogen, (c) •(Ct-C5)alkyl optionally substituted with one to three sut>stituents independ- 
ently selected from the group consisting of halogen. -OCF3 and .CF3. (d) -CN. (e) -OR^^. (0 -Iriflooromethyl. 
(g) -NO2. (h) -SOrR^^ (i) -C(0)2R^ 0) -C(O)NR^«r20 (k) -C(0)R^«. (I) -NR2^e(0)-NR2<R22, (m) -NR^^- 
C(0)R^or(n) -NR^^R^®; 

R^ is (a) ^R^^KR^^)(R^^>. (b) -(Co-C3)alkyl-NR^7R^« (c) -C{O)NR^^r20. (d) -NR^^-C(0)-R20. (e) -{Co- 
C3)alkyl-NR2* .C(0)-NR2^r22, (f) S(0)„,-r22. (g) -S{0)2-NR2^r22. (h) -NR2i-S(0)rR^, («) aryl. (j) -het. (k) - 
OR^ or (0 hak>gen; provkfed that in substituents (f) and (h). R^^ is other than -OR^; and provided that when 
substituent (b) is -{Co)alkyl-NR^'R^^. R^^ is other than -C(0)-R^ or -S(0)2-R^: 

or R^ and R^ may be taken together to form a carbocydtc ring of Formula -{CH2)b- or a heterocycfic ring 
selected from the group consisting of -Q-(CH2)c- and -(CH2)j*0-(CH2)i(- wherein Q is O. S or NR^; wherein 
said cartx)cyclic ring is optk>naliy substituted with one or more substituents independently selected from Group 
V; and wherein said heterocycfic ring is optionally substituted with one or more sut>stituents independently 
selected from Group Z; 
r5 is -OR^i 

or R"^ arKf R^ may be taken together to form a heterocyclic ring selected from the group consisting of - 

CR^^=CR^-NH-. -N=CR^^-NH-. -CR^^^CR^^O- and -CR^^=CR^-S-; 

R^ is (a) trydrogen. (b) halogen, (c) -{C^-Ce)alkyl optiof>a»y substituted with one to three substituents independ- 
ently selected from the group consisting of hafogen. -OCF3 and -CF3, (d) -CN. (e) -OR^^. (0 -trifluoromethyl, 
(g) -NO2. (h) -S02-R^^. (i) -C(0)2R^, (j) -C(O)NR^®r20. (k) -C(0)R^^ (I) -NR2^C(0)NR21R^. (m) -NR^^- 
C(0)r2^ or (n) -NR^^R^*; 

R^ is (a) hydrogen, (b) •<C)-C4)alkyl wherein each cartx)n atom is Qptbnally sut>stituted with 1 to 3 halo atoms 
or(c)-(CH2)aCOOR®; 

R® is (a) hydrogen, (b) -<Ci-C6)alkyl. (c) -C(0)-OR^, (d) -C(0)NR^°R^^ or (e) -CN; provkled that in substituent 
(c), R^ is other than methyl or ethyl; and provided that in substituted (d). R^*^ and R" are not both hydrogen; 
R^ is (a) -(Ct-C^2)a*M optk)nally substituted with one or more substitutents independenfly selected from 
Group V. (b) -(C2-Ci2)alkenyl opttonally substituted wHh phenyl, (c) -(C2-Ci2)d>alkenyf. (d) -(C3-C,o)cyclpancyl. 
(e) -aryl or (f) -het; 

R^®and R^^ are independently (a) hydrogen, (b) -{Ci-C,2)alkyl optk>nafly sut>stituted with one or more substit- 
uents mdependentiy selected from Group V. (c) -(C3-Cto)cyck)alkyl optionally substituted with one or more 
sutistituents independently selected firom Group V. (d) -(C2-Ct2)alkenyl or (e) -liet: 

or R^^ and R^ ^ for any occurrence may t>e taken together with the nitrogen atom to wtuch are ttiey attached to 
form het; 

R^^ is (a) hydrogen or (b) -(Ci-C6)alkyl wfierein each carbon atom is optk>nally substituted with 1 to 3 filuoro 
atoms; 

R^-^ is (a) -(Ci-Ct2)alkyl optionaOy sut>stituted with one or more substituents indeperwJently selected from 
Group V. (b) -{C2-Ci2)alkenyl. (c) -<C3-Cto)cyck)alkyl. (d) -NR^^R^®, (e) -aryl or (0 -het; 
R^^ is (a) hydrogen, (b) -{Ct-C6>atkyl or (c)-0-R^; 
R^^ is (a) hydrogen or (b) -(C,-C6)alkyl; 

or R^^ arwJ R^^ are taken together with the cartx>n atom to whk:h ttiey are attached to form a cart>onyl group: 
R^^ is (a) hydrogen, (b) -{C^-CQ^Vkyi wherein each cartxm atom is optiorially substituted with 1 to 3 fluoro 
atoms, (c) -(C(r€6)a!kyKC3^io)<:ycfoaacyl. (<0 -(Co-C6)alkyl-aryl or (e) *<Co-C6)alkyl-heU 
R^^ is (a) hydrogen, (b) -(C|-Ct2)alkyl optionally sut>stituted with one or more substituents independently 
selected from Group V, (c) -aryl, (d) -het. (e) -OR^ or (0 -(C3<:io)cyctoafl<yl; 

R^® IS (a) hydrogen, (b) -{Ct-Ct2)alkyl optionally substituted with one or more substituents independently 
selected from Group V, (c) -aryl, (d) -het. (e) -C(0)-r2®. (f) ^(0)2^^. (g) -OR^ or (h) -(C3-C,o)cyctoalkyf. 
or R'^ and R^® for any occurrence are taken together with the nitrogen atom to wtiich they are attached to form 
het; 

R^^ and R^ for each occurrence are indeperwtently (a) hydrogen, (b) -(C|-Ci2)a!kyl optfonaHy sut>stituted with 
one or more substituents tndepeiidently selected from Group V, (c) -{Co-C6)an^y**aryl. (d) -<Co-C6)alkyl-het. (e) 
-C(0)-NR26r27 (f) ^oyp23 .s(0)2-R^. (h) -OR^ or (0 -{C3-C|o)cydoalkyl; , 
or R and R^^ for any occurrence are taken together with the nitrogen atom to whkJi they are attached to form 
het: 
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and R^^ for each occurrence are irnlependentty (a) hydrogen, (b) -(C^-C)2)^^M optionally substituted with 
one to three substituents independently selected from Group V, (c)-aryi, (d) -het. (e) -(C3-Cio)cycloalkyl or (0 

or R^^ and R^ are taken together with the nitrogen atom to wfuch they are attached to form het; 

R^^ is (a) hydrogen, (b) •(Ci-C4)alkyt optk>nally substituted with one or more substituents independently 

selected from Group V or (c) -C(0)-R^^; 

B^^ Is (a) hydrogen, (b) -(Ci-Ci2)3'M optionally sutistituted with one or more sut>stituents independently 

selected from Group V, (c) -(C2-Ct2)alkenyl, (d) •<C3'Cio)cydoaIkyl. (e) -aryl or (f) -het; 

R^^ for each occurrence is independently (a) hydrogen, (b) -(C)-C6)afkyi. (c) -COR^ or (d) -S02R^; 

R^^ and R^' for each occurrence are independently (a) hydrogen. (I)) -(C|-C6)alky!. (c) -(^~Cio)cycfoaO^. (d) 

-(Co-C6)alkyl-aryl. or (e) -(Co-C6)aJM-heU 

R^ is (a) hydrogen, (b) -(C)-Ct2)alkyl optionally substituted with one or more substituents independently 
selected from Group V, (c) -(C2-Ci2)3lkenyl, (d) -(C3-Cto)^ctoalkyl, (e) -aryl or (f) -het; 
R^ is (a) ^C|-Ct2)3^ optfonaOy substituted with one or more sut>stituents 'mdependently selected from 
Group v. (b) r(C2-Ct2)alkenyl. (c) *(C3-Cto)cycloalkyl. (d) -aryl or (e) -tiet; 

R^ is (a) hydrogen, (b) -{Ci-Ci2)alkyl optionally substituted with one or more sut)Stftuents independently 
selected from Group V. (c) -(C|-Ct2)alkenyl. (d) (C3-C,o)cyctoa!kyl. (e) -C(0)-R3^ or (0 -S{0)m-R^2. 
R^^ is (a) hydrogen, (b) -(C)-C^2)^'M optionally substituted with one or more sut>stituents independently 
selected from Group V. (c) -<C2-Ci2)3'*^^'^y'* (^) -(C3-Cto)cyctoalkyl. (e) -aryt. (0 -hel or (g) -OR^; 
R^ is (a) tiydrogen, (b) •<Ci-Ci2)alM optfonally sut)Stituted with one or more substituents independently 
selected from Group V, (c) -(C2-Ci2)a*kenyl, (d) -(C3-C,o)cyctoalkyl, (e) -aryl or (0 -het; 
R^^ is (a) -(Co-C6)aIkyf-aryl. (b) -(Co-C6)alkyf-het, (c) '(Cr-C^2)^\ky\ optionally substituted witti one or more 
substituents independently selected from Group V. (d) -(C^-Cgjalkyl wherein at least one cartxm atom is sub- 
stituted with 1 to 3 fluoro atoms, (e) -(C2-Ci2)3^kenyl or (f) -(C3-C,o)cyck)alkyl; 

R^ is (a) -aryl. (b) -het. (c) -(C|-Ci2)alkyl optionally substituted wiffi one or more sut>stituents independently 
selected from Group V, (d) -<C2-C^2)alkenyl or (e) -iC^-Cx^jcydhalkyi; 

-(C3-^to)^<^'M for each occurrence is a fully or partially saturated nK>na', bi- or trkiyc&c ring containing 
three to ten cartxm atoms; wfierein in the bk;yclic ring, a monocyclic cyctoalkyf ring is spiro fiised to ariotfier 
cycloalkyt ring or is fused via two cart>on atoms to a benzene ring or another cydoalkyi ring; and wherein in the 
tricyclic ring, a bicydic ring is spiro fused to a cydoalkyi ring or is fused via two atoms to a t>enzene ring or 
another cydoalkyi rir^g; 

said -(C3-C)o)cydoalkyl optk>nally contains one to ttvee t)ridging atoms independently seleded from cartx>n, 
oxygen, sulfur and nitrogen; said Ixldging atoms are attached to -two cart)on atoms in tfie ring; and said tMldg- 
ing atoms are optionally sut>stituted wfth one to three groups independently selected from -(Ci-Cejalkyt and 
hydroxy; 

said cydoalkyi ring is optionally substituted on one ring if the moiety is nfx>nocydk:, on one or tx>th rings if the 
moiety is bicydic. or on one. two or ttiree rings if the moiety is tricyclic. %Mth one or more sut>stitutents inde- 
pendently seleded from Group V; 

Group V is (a) -<C^-Ce)alkyl optionally substituted with one or two hydroxy, (b) -<C2-C5)alkynyl, (C) -halogen, 
(d) -NR^R^. (e) -NO2. (0 -OCF3. (g) -OR^^ (h) -SR^^ (0 -0x0. (j) -trifluoromethyl, (k) -CN. (I) -C(0)NR^-OH. 
(m) -COOR^. (a) -0-C(OHCi-Ce)alkyl. (o) •(C3-Cio)cydoaikyl optionally substituted with CN, (p) -(Cq- 
C6)a!kyl^, (q) -(CVCejalkyf-h^ (r) -C(OHCi*C6)aIkyl or (s) -C(0)^ 

and R^ for each occurrerice are independently (a) hydrogen, (b) -(C^-C6)alkyi or (c) -(Co-Ce)afkyi-aryt; 
R^^ is (a) hydrogen, (b) -(Ci-C5)alkyi optfonatfy substituted with one or more hato. tiydroxy or metfKixy, (c) -(Cq- 
Ce)a!kyl-aryl or (d) -(Co-C6)alkyMiet; 

aryl is (a) phenyl optionafly sut)stftuted with one or more substituents indeperviehtly seleded from Group Z; (b) 
naphthyl optfonalty sut>stituted with one or more sut)stituents independently seleded from Group Z or (c) 
iMpfienyl optfonally sut)stituted with one or more sut)stituents independently seleded from Group Z; 
hei for each occun^ence is a 4-, 5-, 6-. 7- and 8-membered fully saturated. partiaQy saturated or fully unsatu- 
rated mono-. t)i- or tricyctic heterocydic ring containn^ from one to four fieteroatoms independently seleded 
from the group consisting of oxygen, sulfur and nitrogen; wtierein in the t>icyc6c ring, a monocycfic heterocycfic 
ring is spiro fused to a -<C3-C3)cydoalkyl ring or to another heterocydic ring which is fuOy or partiaSy saturated; 
or is fused via two atoms to a t>enzene ring, a -(C3-CQ)cydoaikyl ring or another tieterocTdk: ring; and wherein 
in the tricyclic ring, a bk:ydic ring is sfMro fused to a *(C3-C3)cydoalkyi ring or lo anottier heterocyclic ring which 
is fully or partially saturated; or is fused via two atoms to a benzene ring, a (C3'C6)cydoa!kyl ring, or another 
heterocycSc ring; 

said het optfonally contains one to three txidging atoms independerrtly seleded from oxygen, sulfur amfTutro- * 
gen; saki brklging atoms are attached to two other atoms in the ring; and sakl bridging atoms are optionaSy 



EP1088 819 A2 



substituted with one to three grcxjps independently selected from -{Ct-C6)alkyl and hydroxy; 

said het optionally has one or tvw> oxo groups substituted on carbon or one ortwo oxo groups substituted on 

sulfur; 

said het is optionally substituted on caxban or nitrogen, on one ring if the moiety is nwnocydic, on one or both 
5 rings if the moiety is tNcydic. or on one, tvw> or three rings if the moiety is tricycfic; with one or more st^tituents 

independently selected from Group Z; 

Group Z for each occunence is mdependently (a) hydrogen, (b) halogen, (c) trifluoromethyl, (d) hydroxy, (e) - 
OGF3, (0 -CN. (g) -NO2. (h) -(C|-Ce)alkyl optionally substituted with one or nrwe substituents independently 
selected from the group consisting of hydroxy, halogen. -OCF3 and -CF3. (i) -(C2-Cs)alkenyl optionally substi- 

10 tuted wth phenyl. (|1 -(C2-C5)alkynyl. (k) -{C,-C6)afkoxy. (1) -{Co-Ceyalkyt-phenyl optk)nally substituted with one 

or more substituents independently selected from the group consisting of hak)gen. -OGF3, -CF3, -{C^-C4)alkyl. 
^C, -C4)alkoxy and - C(0)CH3. (m) -{Co^C^flfyl'naph^ optkjnally substituted with one or more substituents 
independently selected from the group consisting of hatogen. -OCF3. -CF3, -(Ci-C4)a!kyl, -<Ct-C4yafkoxy and 
-C(0)CH3. (n) -C(0)2R^. (o) KCo-C6)alkyW:(0)NR^36 ^p, ^Co-C6)aIkyW:(0)R^. (q) -NR^^R^. (r) -NR^^. 

15 C(0)NR^5r36 4^r3S.c(0)r36. (t) -Or3^ (u) ^r3^ (V) ^C3^io)cych>alky!. (w) -(Co-C6)alkyHjyridinyl 

optk)nalIy substituted with one or more -(C^-C6)alkyl which is optionaBy substftuled with one or more substitu- 
ents independently selected from the group consisting of hydroxy and hato. (x) -(Co<:6)alkyH)iperidinyl optton- 
any substituted with one or more -(Ct-Cgiallqrl whfch is optionally substituted with one or ware substituents 
independently selected from hydroxy and hato. (y) -SOz-R^^ (z) -SOz-NR^R^ or(al) -S-phenyl-CHjOH; 

20 R^ is (a) -{C|-C6)aJM. (b) -(C(fCe)a^ky\^ny\. (c) -(Co-<^)a«^yH>hen3nthrenyl optionally substituted witti 

one to tfiree CF3. (d) -(Co-C6)alkyl-pyrToridinyl or (e) -(Co-Cejalkyl-morpholinyl; 

or any two Z Groups for any occurrence in the same variable may be taken togetiier to form (a) a carbocyctic 
ring of the formula -(CHj)©- or (b) a heterocydk: ring selected from the group consisting of -0{CH^p-, - 
{CH2)gNH- and -CH=CHNH-: 
25 rn is 0. 1 or 2; 

n is 0.1, 2 or 3; 
b is 3, 4, 5. 6 or 7; 

c. f. g, j and k are each independently 2, 3. 4. 5 or 6; and 
e is 3, 4. 5. 6 or 7; 

30 provkJed ttiat in a compound of Formula 1 : 1) tiie subsfrtuent -C(R^^){R^^R^^) in R^ is other than (C,-C4)alkyl; 

and 2) R'* is hak> only when R« is -C(0>-OR^ or ^(O)NR^ 

2. A compound, prodrug, ison^ or pharmaceuticaRy acceptable salt as defined in daim 1 wherein W is oxygen. 

35 3- A compound, prodrug, isomer or pharmaceutically acceptat^ salt as defined in daim 2 wherein R^ is located at 
the 3 position. r2 is k)cated at the 5 position. r3 is kxated at the 2* position, R* is kxa is 
kx:ated at the 4' position and R^ is kx:ated at the 5* position. 

4, A con^xnind, prodrug, isomer or pharmaceutically acceptable salt as defined in daim 3 wherein is hydrogen. 
40 r5 is hydroxy or methoxy.R^ is hydrogen. R^ is hydrogen and R® is hydrogen. 

5. A compound, prodrug, tsom^ or pharmaceutically acceptable salt as defined in daim 4 wherein R^ and R^ are 
each independentiy methyl, bromo or chk>ro and R^ is hydroxy. 

45 6. Acompoundorpharmaceutk:aHyacceptalrfe salt as defined in daim 5 

wherein R^ is S{0)J^R^^R^, R^ is hydrogen or methyl; and R^^ is (a) ^G5<:e)a»^. (b) bk:ydoI2.2.11hepl-2-yl. (c) 
1.2.3,4-tetrahydro-naphthaleo-l^yl. (d) cydobutyf. (e) cydopentyl. (0 cydohexyl or (g) phenyl optionally substituted 
with one or more fluoro; 

50 or R^^ and R^ are taken together witti the nitrogen atom to whkii th^ are attached to form het; and het is (a) 

piperidinyl optionally substituted witti one or more substituents independently seieded from the group consist- 
ing of methyl and phenyl, (b) pyiroBdinyt. (c)1.3.34rimettiyl-6-aza-bk:ydoI3-2.11octanyl. (d) indofinyl. (e) 
spiro[8-azabicydoI3-2.11octane«3.2'K3'H)Hiihydro4uranl. (0 spirol8-a2abk:ydo(3^.1Ioctane-3.2'41,^iax. 
olane] or (g) 8-aza-bk:ydo[3.2.1)octanyl optionally substituted with one or more substituents independentiy 

55 seteded from ffie group consis&ig of oxo and tiydroxy. 

7. A compound or pharmaceutically acoeptat)le salt as defined in daim 5 

wherein R^ is 'C(0)HR}^R^. B}^ is hydrogen; and R^ is (a) cydopentyl optionally substituted with one or more - 
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CH2OH. (b) bicyclo[2.2.1Ihept-2-yl optionally substihited with one or more substituents independently selected 
from the group consisting of -CH2OH and methyl, or (c) bk:yclo(3.1.1]hept-3-yl optionaOy sut>stituted with one or 
more methyl; 

or R^^ and are taken together with N to form het; het is (a) piperidinyl optionaOy sutjstituted vwth one or 
more substituents independently selected from the group consisting of methyl and phenyl, (b) pyrrolidlnyf , (c) 
azepanyi, (d) MoGnyl or (e) 3.4-ditiydro-1H4soqutnoOnyL 

8- A compourKi or pharmaceutically acceptal>le salt as defined in claim 5 wherein R^ is -S(0)2R^; and R^ is (a) phe- 
nyl optionally substituted with one or more sut>stituents independently selected from the group consisting of methyl 
and ethyl, (b) indanyt or (c) -(CH2HC4-Ce)cycloalkyl. 

9. Use of a compound of claim 1. an isomer thereof, a prodrug of said compound or isomer, or a pttarmaceutically 
acceptat>le salt of said compound, isomer or prodrug, ficir the manufocture of a medicament for the treatment of a 
condition selected from the group consisting of obesity, overweight condition. hyper1q)idemia, thyroid disease, 
hypothyroidism, thyroid cancer. diat>etes meHitus, atherosclerosis, hypertension, coronary heart disease, hyperc- 
holesteremia, depression, osteoporosis, cardiac anrhythmtas, glaucoma and congestive heart failure in a mammal. 

10. A. pharmaceutical composition comprising an amount of a compound of claim 1. an isomer thereof, a prodrug of 
said compound or isomer, or a pharmaceutically acceptable salt of said compound, isomer or prodrug; and a phar- 
maceutically acceptable carrier, vehicle or diluent. 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the apphcant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SffiES 

QP^lded text or drawing 

I^Kblurred or illegible text or drawing 

□ skewed/slanted images 

□ color or black and white photographs 

□ jbray scale documents 
lines or marks on original document 



7 

J2(r 



R£FER£NCE(S) OR £XHIBIT(S) SUBMITTED ARE POOR QUALITY 
□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



